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ORGANIC COMPOUNDS 

This invention relates to 2-aminopyrimidine derivatives and to their activity as inhibitors of 
IKK activity and use therapeutically to treat diseases and medical conditions mediated by IKK, 
e.g. diseases and medical conditions involving NFkB activation of gene expression, in {{articular 
inflammatory or autoimmune diseases. 

Accordingly the invention provides a compound of formula I or a pharmaceutical^ 
acceptable salt, ester or prodrug thereof 



R13 




wherein 

Rl is H or optionally substituted (lower alkyl, aryl or aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl, -C(0)-Rx, -S(0)-Rx, -S(0)2-Rx, -CH 2 -0-Rx or -NH-C(0)-Rx 
where Rx is OH, lower alkoxy, aryloxy, aryl-lower alkoxy, or NH 2 optionally mono- or 
disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl-lower 
alkyl); 

R2 is optionally substituted aryl, wherein aryl is not 4-(4-fluorophenyl)-l(l-methylpiperdin-4- 
yl)imidazole; 

each of R3 and R4 is independently H, or optionally substituted (lower alkyl, CN, halo, hydroxy, 
lower alkoxy) 

Each of R6 to R13 is independently H or optionally substituted (lower alkyl, lower alkoxy, - 
C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx, -0-S(0)-Rx, -NH-C(0)-Rx or-CH 2 -0-Rx 
where Rx is as defined above), and 

wherein at least 1 of the substituents R6 to R13 is not equal to H,or 
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Any pair of R6 to R13 are joined to form an optionally substituted C, to C 4 bridge in winch one 
or more of the bridge atoms is optionally replaced by O, S or NRy, where Ry is H or optionally 
substituted dower alkyl, -C(0)-Rx, -S(0)-Rx, -S(0) 2 -Rx, -CH 2 -0-Rx or -NH-C(0)-Rx). 

Above and elsewhere in the present description Rx is notOHor lower alkoxy when Rl or 
the corresponding substituent is -0-C(0)-Rx, or -0-S(0)-Rx. 

It has been found in accordance with the present invention that the compounds of formula I 
are potent inhibitors of IKK and thus have potential for pharmaceutical use for treatment of 
diseases and medical conditions mediated by IKK. 



Above and 
meanings. 



elsewhere in the present description the following terms have the following 



Halo or halogen denote I, Br, CI or F. 

The term "lower" referred to above and hereinafter in connection with organic radicals or 
compounds respectively defines such as branched or unbranched with up to and includingT, 
preferably up to and including 4 and advantageously one or two carbon atoms. 

A lower alkyl group is branched or unbranched and contains 1 to 7 carbon atoms, 
preferably 1-4 carbon atoms. Lower alkyl represents; for example, methyl, ethyl, propyl, butyl, 
isopropyl, isobutyl, or tertiary butyl. 

A lower alkoxy group is branched or unbranched and contains 1 to 7 carbon atoms, 
preferably 1-4 carbon atoms. Lower alkoxy represents for example methoxy, ethoxy, propoxy, 
butoxy, isopropoxy, isobutoxy or tertiary butoxy. Di-lower alkoxy includes bridged substituents 
such as ethylene-dioxy or dioxolo. 

A lower alter*, alkenyl or alkenyloxy group is branched or unbranched and contains 2 to 7 
carbon atoms, preferably 1-4 catbon atoms and contains at least one carbon^arbon double bond. 
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Lower alkene lower alkenyl or lower alkenyloxy represents for example vinyl, prop-l-enyl, allyl, 
butenyl, isopropenyl or isobutenyl and the oxy equivalents thereof. 

A lower alkyne, alkynyl or alkynyloxy group is branched or unbranched and contains 2 to 7 
carbon atoms, preferably 1-4 carbon atoms and contains at least one carbon-carbon triple bond. 
Lower alkyne or alkynyl represents for example ethynyl, prop-l-ynyl (propargyl), butynyl, 
isopropynyl or isobutynyl and the oxy equivalents thereof. 

In the present description, oxygen containing substituents, e.g. alkoxy, alkenyloxy, alkynyloxy, 
carbonyl, etc. encompass their sulphur containing homologues, e.g. thioalkoxy, thioalkenyloxy, 
thioalkynyloxy, thiocarbonyl, sulphone, sulphoxide etc. 

Aryl represents carbocyclic or heterocyclic aryl. 

Carbocyclic aryl represents monocyclic, bicyclic or tricyclic aryl, for example phenyl or 
phenyl mono-, di- or tri-substituted by one, two or three radicals selected from lower alkyl, lower 
alkoxy, aryl, hydroxy, halogen, cyano, trifluoromethyl, lower alkylenedioxy and oxy-C 2 -C3- 
alkylene; or 1- or 2-naphthyl; or 1- or 2-phenanthrenyl. Lower alkylenedioxy is a divalent 
substituent attached to two adjacent carbon atoms of phenyl, e.g. methylenedioxy or 
ethylenedioxy. Oxy-C2-C3-alkylene is also a divalent substituent attached to two adjacent carbon 
atoms of phenyl, e.g. oxyethylene or oxypropylene. An example for oxy-C2-C3-alkylene-phenyl 
is 2,3-dihydrobenzofuran-5-yl. 

Preferred as carbocyclic aryl is naphthyl, phenyl or phenyl mono- or disubstituted by lower 
alkoxy, phenyl, halogen, lower alkyl or trifluoromethyl, especially phenyl or phenyl mono- or 
disubstituted by lower alkoxy, halogen or trifluoromethyl, and in particular phenyl. 

Heterocyclic aryl represents monocyclic or bicyclic heteroaryl, for example pyridyl, 
indolyl, quinoxalinyl, quinolinyl, isoquinolinyl, benzothienyl, benzofiiranyl, benzopyranyl, 
benzothiophenyl, benzothiopyranyl, furanyl, pyrrolyl, thiazolyl, oxazolyl, isoxazolyl, triazolyl, 
tetrazolyl, pyrazolyl, imidazolyl, thienyl, or any said radical substituted, especially mono- or di- 
substituted as defined above. Preferably, heterocyclic aryl is thiophenyl, tetrahydrothiophenyl, 
thienopyridinyl (e.g. thieno[3,2-c]pyridinyl), benzothiophenyl (e.g. benzo[b]thiophenyl), pyrrolyl, 
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pyridyl, indolyl, quinolinyl, imidazolyl, or any said radical substituted, especially mono- or di- or 
trisubstituted as defined below. 

Cycloalkyl represents a saturated cyclic hydrocarbon optionally substituted by lower alkyl 
which contains 3 to 10 ring carbons and is advantageously cyclopentyl, cyclohexyl, cycloheptyl 
or cyclooctyl optionally substituted by lower alkyl. 

Heterocycloalkyl represents a mono-, di- or tricyclic moiety comprising from 3 to 18 ring 
atoms, at least one of which (e.g. from 1 to 3 ring atoms) is a hetero atom selected from O, S or 
N and the remaining ring atoms are carbon atoms, which are saturated or comprise one or more 
unsaturated alkenyl or alkynyl bonds. Preferred heterocycloalkyl moieties are N-heterocycloalkyl 
moieties containing from 5 to 7 ring atoms and optionally containing a further hetero atom, 
selected from O, S or N. Heterocycloalkyl maybe substituted, for instance, as hereinafter defined 
and including =0 substitution on the heterocyclic ring e.g. as pyrrolidinone. Examples of 
preferred heterocycloalkyl moieties are pyrrolidine, tetrahydrothiophene, tetrahydrofuran, 
piperidine, pyran, dioxane, morpholino, or piperazine, especially piperidine, morpholino or 
piperazine. 

Preferably Rl is H, OH, -C(0)-Rx, -S(0)-Rx, -S^-Rx or -CH 2 -0-Rx, where Rx is as 
defined above or optionally substituted lower alkyl, wherein the optional substituents are 
preferably one or two substituents selected from OH, lower alkoxy, aryl, CN or NH 2 optionally 
mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl. Most preferably Rl is H. 

Each of R6, R7, R12 and R13 is preferably H. Each of R8, R9, RIO andRll is preferably 
independently H, lower alkyl (e.g. butyl, propyl, ethyl or methyl), lower alkoxy, -CH 2 -0-Rx, - 
C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx or -NH-C(0)-Rx, where Rx is as defined above 
or R8 and RIO are both H and R9 and Rl 1 are joined to form an optionally substituted C, to C 4 
bridge in which one or more of the bridge atoms is optionally replaced by O, S or NRy, where Ry 
is H or optionally substituted lower alkyl. Most preferably each of R6, R7, R12 and R13 is H and 
each of R8, R9, RIO and Rll is lower alkyl (especially methyl). 
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R2 is preferably phenyl, or heteroaryl, conveniently containing from 3 to 10 ring members, 
including fused ring heteroaryl. For example, R2 may comprise optionally substituted pyrrole, 
thiophene, benzothiophene, tetrahydrobenzothiophene, furan, thienopyridine, pyridine, 
pyrimidine, pyrazine, triazine, imidazole, thiazole, oxazole, indole, thioindole, oxindole, purine, 
quinoline or isoquinoline; for instance, as disclosed in the Examples, e.g. optionally substituted 
phenyl, thiophenyl, benzthiophenyl, pyridinyl, naphthalenyl or indolyl. 

R2 is optionally substituted by one or more substituents R20, preferably from 1-3 
substituents, wherein each R20 is independently selected from OH, halogen, CN, NO2, or 
optionally substituted (lower alkyl (including cycloalkyl), lower alkene, lower alkyne, lower 
alkoxy, lower alkenyloxy, lower alkynyloxy, aryl, heteroaryl or heterocycloalkyl, NH 2 (optionally 
mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl), or -C(0)-Rx, -0-C(0>Rx, -S(0)-Rx, -0-S(0)-Rx, -CH 2 -0-Rx or 
-NH-C(0)-Rx, where Rx is as defined above). 

R20 is further optionally substituted by one or more substituents R21, preferably from 1-4, 
substituents, wherein each R21 is independently selected from OH, halogen, CN, NO2, or 
optionally substituted (lower alkyl (including cycloalkyl), lower alkene, lower alkyne, lower 
alkoxy, lower alkenyloxy, lower alkynyloxy, aryl, heteroaryl, heterocycloalkyl, NH2 (optionally 
mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl), or -C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx, -CH 2 -0-Rx or 
-NH-C(0)-Rx, where Rx is as defined above). 

R21 is further optionally substituted by one or more substituents R22, preferably from 1-3 
substituents, wherein each R22 is independently selected from OH, halogen, CN, NO2, or lower 
alkyl (including cycloalkyl), lower alkoxy, aryl, heteroaryl or heterocycloalkyl, NH 2 (optionally 
mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl), or -C(0)-Rx, -6-C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx, -CH 2 -0-Rx or 
-NH-C(0)-Rx, where Rx is as defined above). 

Preferably each of R3 and R4 is independently H, CN, halo, hydroxy, lower alkyl or lower 
alkoxy. 
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Thus in a preferred embodiment the invention provides a compound of formula H 



wherein 

Rl' is H, OH, -C(0)-Rx, -S(0)-Rx, -S( 0)2 -R* or -CH 2 -0-Rx, where Rx is as defined above or 
optionally substituted lower alkyl, wherein the optional substitute are preferably one or two 
substituents selected from OH, lower alkoxy, aryl, CN or NH2 optionally mono- or disubstituted 
by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl-lower alkyl; 
R2' is optionally substituted phenyl, or heteroaryl, conveniently containing from 3 to 10 ring 
members, including fused ring heteroaryl, e.g. optionally substituted pyrrole, thiophene, 
benzothiophene, tetrahydrobenzothiophene, furan, tbienopyridine, pyridine, pyrixnidine, pyrazme, 
triazine, imidazole, thiazole, oxazole, indole, thioindole, oxindole, purine, quinohne or 
isoquinoline; wherein optionally substituted imidazole is not 4-(4-flurophenyl)-l(l- 
methylpiperdin-4-yl)imidazole; 

each R3' and R4' is independently H, CN, halo, hydroxy, lower alkyl or lower alkoxy; 
each of R8\ R9\ RIO' and Rll' is independently H, lower alkyl, lower alkoxy, -CH 2 -0-Rx, - 
C(0)-Rx, -0-C(O)-Rx, -S(0)-Rx, -0-S(0)-Rx or -NH-C(0>Rx, where Rx is as defined above; 
wherein at least 1 of the substituents R8' to Rll' is not equal to H; or R8 and RIO are both H and 
R9 and Rl 1 ate joined to form an optionally substituted C, to C 4 bridge in which one or more of 
the bridge atoms is optionally replaced by O, S or NRy, where Ry is H or optionally substituted 

lower alkyl, 

or a pharmaceutically acceptable salt, ester or prodrug thereof. 

Particularly preferred compounds according to the invention comprise compounds of 
formula ffla or mb or a pharmaceutically acceptable salt, ester or prodrug thereof 
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wherein 

R2" is optionally substituted phenyl, thiophenyl, benzthiophenyl, pyridinyl, naphthalenyl or 
iiidolyl axyl (including heteroaryl), 

wherein R2 is optionally substituted by one or more substituents R20 independently selected 
from OH, halogen, CN, NO2, or optionally substituted (lower alkyl (including cycloalkyl), lower 
alkene, lower alkyne, lower alkoxy, lower alkenyloxy, lower alkynyloxy, aryl, heteroaryl or 
heterocycloalkyl, NH2 (optionally mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, 
heterocycloalkyl or heterocycloalkyl-lower alkyl), or -C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -O- 
S(0)-Rx, -CH 2 -0-Rx, -CH 2 -0-Rx or -NH-C(0>Rx, where Rx is as defined above), 
wherein R20 is optionally substituted by one or more substituents R21 independently selected 
from OH, halogen, CN, NO2, or optionally substituted (lower alkyl (including cycloalkyl), lower 
alkene, lower alkyne, lower alkoxy, lower alkenyloxy, lower alkynyloxy, aryl, heteroaryl, 
heterocycloalkyl, NH2 (optionally mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, 
heterocycloalkyl or heterocycloalkyl-lower alkyl), or -C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -O- 
S(0>Rx, -CH 2 -0-Rx or -NH-C(0)-Rx, where Rx is as defined above), and 
wherein R21 is optionally substituted by one or more substituents R22 independently selected 
from OH, halogen, CN, N0 2 , or lower alkyl (including cycloalkyl), lower alkoxy, aryl, or 
heterocycloalkyl, NH2 (optionally mono- or disubstituted by lower alkyl, aryl, heteroaryl, aryl- 
lower alkyl, heterocycloalkyl or heterocycloalkyl-lower alkyl), or -C(0)-Rx, -0-C(0)-Rx, -S(0)- 
Rx, -0-S(0)-Rx, -CH 2 -0-Rx or -NH-C(0)-Rx, where Rx is as defined above). 

The invention includes a compound selected from the compounds of Examples 1 to 226 
and pharmaceutical^ acceptable salts, esters or prodrugs thereof. 

The compounds of formula I, II and HI, and as listed above are hereinafter referred to as 
Agents of the Invention. 
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The Agents of the Invention which comprise free hydroxyl groups may also exist in the 
form of pharmaceutically acceptable, physiologically cleavable esters, and as such are included 
within the scope of the invention. Such pharmaceutical^ acceptable esters are preferably prodrug 
ester derivatives, such being convertible by solvolysis or cleavage under physiological conditions 
to the corresponding Agents of the Invention which comprise free hydroxyl groups. Suitable 
pharmaceutically acceptable prodrug esters are those derived from a carboxylic acid, a carbonic 
acid monoester or a carbamic acid, advantageously esters derived from an optionally substituted 
lower alkanoic acid or an arylcarboxylic acid. 

Agents of the Invention may also exist in the form of pharmaceutically acceptable salts, 
and as such are included within the scope of the invention. Pharmaceutically acceptable salts 
include acid addition salts with conventional acids, for example, mineral acids, e.g., hydrochloric 
acid, sulfuric or phosphoric acid, or organic acids, for example, aliphatic or aromatic carboxylic 
or sulfonic acids, e.g., acetic, trifluoroacetic, propionic, succinic, glycolic, lactic, malic, tartaric, 
citric, ascorbic, maleic, fumaric, hydroxymaleic, pyruvic, pamoic, methanesulfonic, 
toluenesulfonic, naphthalenesulfonic, sulfanilic or cyclohexylsulfamic acid; also amino acids, 
such as arginine and lysine. For compounds of the invention having acidic groups, for example, 
a free carboxy group, pharmaceutically acceptable salts also represent metal or ammonium salts, 
such as alkali metal or alkaline earth metal salts, e.g., sodium, potassium, magnesium or calcium 
salts, as well as ammonium salts, which are formed with ammonia or suitable organic amines. 

Agents of the Invention may also exist in the form of optical isomers; for example as 
hereinafter described in the Examples. Thus the invention includes both individual isomeric 
forms as well as mixtures, e.g. racemic and diastereoisomeric mixtures thereof, unless otherwise 
specified. Conveniently the invention includes compounds of formula I in purified isomeric 
form, e.g. comprising at least 90%, or preferably at least 95%, of a single isomeric form. 

Where Agents of the Invention exist in isomeric form as aforesaid, individual isomers may 
be obtained in conventional manner, e.g. employing optically active starting materials or by 
separation of initially obtained mixtures, for example using conventional chromatographic 
techniques. 
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Agents of the Invention of formula I 




wherein the R substituents are as defined above, may be prepared by coupling of a 
pyrimidine derivative of formula TV, e.g. cMoro-pyrimidine, 2-memylsulpWnyl-pyrimidine or 2- 
methylsulphonyl-pyrimidine with a piperidin-4-ylamine of formula V 

R13 



IV 




wherein the R substituents are as defined above and X is halogen, -SO-CH 3 or -S0 2 -CH 3 ; 
for instance in the presence of DIEA at elevated temperature, e.g. ca. 120°C, conveniently as 
hereinafter described in the Examples. 



Compounds of formula IV' 



wherein the R symbols are as defined above and X' is -SO-CH 3 or -S0 2 -CH 3 may be 
obtained by oxidation of the corresponding 2-methylsulphanyl derivative of formula VI 



VI 



R3-V N 
R2 
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wherein the R symbols are as defined above; for instance in solution, e.g. in 
dichloromethane, at low temperature, e.g. at 0°C, in the presence of an oxidizing agent such as 
mCPBA. 

Compounds of formula IV" 




wherein the R symbols are as defined above and X" is -S-CH3 or halo, e.g. CI, may be 
obtained by coupling a of a 4-halo-pyrimidine of formula VII with a aryl boronic acid of formula 

vm 




wherein the R symbols are as previously defined, Y is halo, e.g. CI, and X" is as defined 
above; for instance by a Suzuki-type coupling of the aryl boronic acid derivative VDI with 4- 
halcHpyrimidine VII in the presence of a palladium catalyst, e.g. Pd(PPh3>4 or PdCl2(PPh 3 )2 , 
conveniently as hereinafter described in the Examples. . 

2-Methylsulphanyl pyrimidine compounds of formula VI 




R2 



wherein the R symbols are as previously defined, may also be obtained by a Stille-type 
coupling of a 4-trialkyl tin- or 4-iodo-2-methylsulphanyl pyrimidine of formula IX 
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2 



wherein R3 and R4 are as previously defined and Z is -SnBu 3 or -SnMe 3 or iodo, with a 
corresponding aryl iodide or aryl trialkyl tin compound respectively; for instance, in the presence 
of a palladium(0) catalyst system, e.g. Pd 2 (dba) 3 with Cul and AsPh 3 , conveniently as hereinafter 
described in the Examples. 

A 2-methylsulphanyl pyrimidine compound of formula VI 




wherein the R symbols are as previously defined, may be converted to another compound 
of formula VI, in which the R2 substituent of the first compound is converted into a different R2 
substituent as desired using standard chemical synthesis procedures and as hereinafter described 
in the Examples. 



In a further alternative procedure Agents of the Invention of formula I may be prepared by 
coupling of a (4-halo-pyrimidin-2-yl>piperidin^-yl-aimne of formula X with a aryl boronic acid 
of formula VIII 




wherein the R symbols are as previously defined and Y is halo, e.g. CI, for instance by a 
Suzuki-type coupling of the aryl boronic acid derivative VIII with the 4-halo-pyrimidine X in the 
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presence of a palladium catalyst, e.g. Pd(PPh 3 ) 4 or WCbffPWa . conveniently as hereinafter 
described in the Examples. 

Li a yet further alternative procedure Agents of the Invention of formula I' 

R13 




Rz " R8 

Mn R2"» is N-heteroaryl attached to the pyrimidine ring via an N-atom and the other R 
symbols are as previously defined, may be prepared by coupling of a (4-halo.pyrimidin-2.yl)- 
piperidin-4-yl-amine of formula X 



wherein 



X R1 * 




I R6 




Y 

wherein the R symbols are as previously defined and Y is halo, e.g. CI, with the alkali metal salt, 
eg sodium or potassium salt, of the N-heteroaryl compound ofR»»; for instance, by heating a 
mixture of X andR"» in the presence potassium hydroxide, conveniently as hereinafter descnbed 
in the Examples. 

Agents of the Invention so obtained may be converted into further Agents of the Invention 
as desired using standard chemical synthesis procedures and as hereinafter described in the 
Examples. 



Thus in a further aspect the invention provides a process for the preparation of an Agent of 
the Invention of formula I 
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R13 




wherein the R substituents are as defined above, comprising 
(i) coupling of a pyrimidine derivative of formula IV, e.g. chloro-pyrimidine, 
methanesulphonyl-pyrimidine or methanesulphinyl-pyrimidine with a piperidin-4-ylamine 
of formula V 




wherein the R substituents are as defined above and X is halo, -SO-CH3 or -SO2-CH3, 



(ii) coupling of a (4-halo-pyrimidin-2-yl)-pipe of formula VH with a aryl 

boronic acid of formula X 




wherein the R symbols are as previously defined and Y is halo, or 

(iii) for the preparation of an Agent of the Invention of formula I wherein R2 is N-heteroaryl 
attached to the pyrimidine ring via an N-atom, coupling of a (4-halo-pyrimidin-2-yl)-piperidin-4- 
yl-amine of formula X 
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R13 




wherein the R symbols are as previously defined and Y is halo, e.g. CI, with the alkali 
metal salt, e.g. sodium or potassium salt, of the N-heteroaryl compound. 



The invention is 



further described by way of illustration only in the following Examples 
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EXAMPLES 



Abbreviations: 


BOC: 


. /-Butyloxycarbonyl 


Boc20: 


Di-f-butyl dicarbonate 


DCM: 


Dichloromethane 


DIEA: 


Ethyl-diisopropyl-amine 


DMAP: 


Dimethyl-pyridin-4-yl-amine 


DME: 


1 ,2-Dimethoxy-ethane 


DMF: 


NJN-Dimethyl formamide 


EDC: 


(3-Dimethylamino-propyl)-ethyl-carbodiimide hydrochloride 


Ether 


Ethoxy-ethane . 


EtOH: 


Ethanol 


EtOAc: 


Acetic acid ethyl ester 


HC1: 


Hydrochloric acid 


HOBT: 


B enzotri azol- 1 -ol 


LAH: 


Lithium aluminumhydride 


IDA: 


Lithium diisopropylamine 


mCPBA: 


3-Chloro-benzenecarboperoxoic acid 


MeOH: 


Methanol 


NaOH: 


Sodium hydroxide 


NMP: 


l-Methyl-pyrrolidin-2-one 


SEM: 


2-Trimethylsilanyl-ethoxymethyl 


TBAF: 


Tetrabutylammonium fluoride 


TBME: 


/-Butyl-methyl ether 


TBDMS: 


^Butyl-dimethyl-silyl 


TFA: 


Trifluoro-acetic acid 


THF: 


Tetrahydrofuran 



'H-NMR spectra were recorded on a Varian Gemini 400 MHz NMR spectrometer. 
Significant peaks are tabulated in the order: multiplicity (s, singlet; d, doublet; t, triplet; q, 
quartet; m, multiplet; br, broad) and number of protons. Electron Spray Ionization (ESI) mass 



4-33165P1 




-16- 



spectra were recorded on a Hewlett Packkard 5989A mass spectrometer. Mass spectrometry 
results are reported as the ratio of mass over charge. Preparative HPLC purifications were 
performed with XTerra™ RP 18 19x150mm columns, using acetonitirle/water or MeOH/water as 
eluent systems. All reagents, starting materials and intermediates utilized in these examples are 
available from commercial sources or are readily prepared by methods known to those skilled in 
the art. 



Aminopyrimidines of the formula XI were conveniently prepared by palladiums- 
catalyzed cross coupling reactions (Suzuki- or Stille-type) outlined as general Methods A to E in 
Scheme 1. These methods are illustrated below by representative Examples 1 to 5. The boronic 
acids are commercially available or were prepared in situ and used as such without further 
purification. 




Hetero)Aryl 



XI 
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METHOD A 

? H H 

< (Hetero)AryK OH f j| 



Pd(0)catalyst 



CI (Hetero)Aryl (Hetero)Aryl 



METHOD B 

?" o N ,o H 

rrV 8 ^ (He*ero)Ary.- B -OH f \^ ff (T VS 

kf* Pd<0)cata.yst V N * ^ " ^ 

CI (Hetero)Aryt (Hetero)Aryl (Hetero)Aryl 



METHOD C 



?" H 



C^ N - R (Hetero)AryK "OH j£ ^ 
N Pd(0)catalyst < ^- N 

(Hetero)Aryi 



METHOD D 



V Pd(0)cata, y st " ^ " M " KJ* 



METHOD E 



R 



1Us (Hetero)Aryl (Hetero)Aryl (Hetero)Aryl 



^ Pd(0)catalyst V N Kf» 



(Hetero)Aryl (Hetero)Aryl (Hetero)Aryl 



Method A is illustrated by the following representative Example 1 
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Example 1 

/l-piperidin-4-vlaminoVi: 





Step A: 2-Methvl-4-thio rhen-2-vl-butan-2-ol 

To a stilted and cooled (ice bath) solution of 3-thiophen-2-yl-propionic acid methyl ester (2 
g, 11.75 mmol) in 30 ml of THF was added MeMgBr (3M solution in ether, 11.7 ml, 35.1 
mmol). Stirring was continued for 2 hours. Then, the mixture was quenched with saturated 
ammonium chloride solution (50 ml) and extracted with EtOAc. The organic layer was washed 
with water and brine, dried over sodium sulfate and evaporated. Yield: 1.9 g (95%) of a pale 
yellow oil which was clean enough for further use. 

Ste pB:4-r5-(?.-rhW P vri m i^ 




A solution of 2-methyl-4-thiophen-2-yl-butan-2-ol (630 mg, 3.7 mmol) in 10 ml of THF 
treated with UDA (4.6 ml of 2M solution in THF/heptane/ethylbenzene, 9.2 mmol) at -78 °C 
under nitrogen and the mixture was stirred for 5 minutes. Then, trimethylborate (1 ml, 9.2 mmol) 
added in one portion and the cooling bath was removed. After 15 minutes, the mixture was 



was 



was 
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quenched with 50 ml of saturated ammonium chloride solution and extracted twice with EtOAc. 
The combined organic extracts were washed with brine and evaporated under reduced pressure at 
room temperature. This crude boronic acid was redissolved in 10 ml of DME and added to a 
stirred suspension 2,4-dichloro-pyrimidine (275 mg, 1.85 mmol), Pd(PPh 3 ) 4 (64 mg, 0.037 
mmol), 20 ml of DME and 5 ml of a 10% solution of sodium bicarbonate. This mixture was then 
kept at reflux (100 °C heat bath) for 90 minutes. After cooling, most of the DME was evaporated 
and the crude was partitioned between water and EtOAc. The organic layer was separated, 
washed with 0.2N-HC1, water and brine, dried over sodium sulfate and evaporated. The crude 
was purified by chromatography on silicagel (EtOAc/hexane : 1/1). Yield: 390 mg (77%) of 4-[5r 
(2-Chloro-pyrimidin-4-yl)-tMophen-2-yl]-2-methyl-butan-2-ol. 

Step C: 2-Methvl-4-( 5-r2-(2.2.6.6-tetramemvl-piperidin-4-vlaminoVpvrimidin-4-vl1- thiophen-2- 
vll-butan-2-ol 

To the above chloro-pyrimidine (100 mg, 0.35 mmol) was added 2,2,6,6-tetramethyl- 
piperidin-4-ylamine (0.22 fil, 1.27 mmol), DBEA (0.42 ml) and the mixture was stirred for 2 
hours at 120 °C, then evaporated. The residue was purified by preparative HPLC to give the title 
compound. Yield: 104 mg (73%) of a white solid. 
MS (ESI): 403.0 [M+H] + 

*H-NMR (CDC1 3 ): 5 (ppm) 8.24 (d, 1H), 7.53 (d, 1H), 6.87 (d, 1H), 6.82 (d, 1H), 4.93 (br d, 1H), 
4.42 (m, 1H), 3.0 (m, 2H), 2.13 (m, 2H), 1.94 (m, 2H), 1.42 (br s, 6H), 1.34 (s, 6H), 1.23 (br s, 
6H), 1.07 (m, 2H). 



Method B is illustrated by the following representative Example 2 
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Examnle 2 

4jJ £ : f5afefligjty^^ 
meth vl-butan-2- ol 





A solution of 2-methyl-4-thiophen-2-yl-butan-2-ol (340 mg, 2 mmol) - synthesis see Step 
A of Example 1 - in 20 ml of THF was treated with LD A (2M in THF/heptane/ethylbenzene, 5 
ml, 10 mmol) at -78 °C under nitrogen and the mixture was stirred for 5 minutes. Then, 
trimethylborate (1.1 ml, 10 mmol) was added in one portion and the cooling bath was removed. 
After 15 minutes, the mixture was quenched with 50 ml of saturated ammonium chloride 
solution and extracted twice with ether. The aqueous layer was then acidified with 2N-HC1 and 
extracted once more with ether. The combined organic extracts were washed with brine and 
evaporated. This crude boronic acid was redissolved in 10 ml of DME and added to a stirred 
suspension 4-chloro-5-memoxy-2-memylsulfanyl-pyrimidine (190 mg, 1 mmol), Pd(PPh 3 ) 4 (23 
mg, 0.02 mmol), 20 ml of DME and 3 ml of a 10% solution of sodium bicarbonate. This mixture 
was then kept at reflux (100 °C heat bath) for 90 minutes. After cooling, most of the DME was 
evaporated and the crude was partitioned between water and ether. The organic layer was 
separated, washed with 0.2N-HC1, water and brine, dried over sodium sulfate and evaporated. 
The crude was purified by chromatography on silicagel (EtOAc/hexane : 1/1) to give 4-[5-(5- 
memoxy^emylsmfanyl-py^ Yield: 275 mg 

(85%). 
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StepB: 4-r5-(2-Methanesulfonvl-5-meth o xv-t)vrimidin^vlVthioDhen-2-v11-2-mP 




4-[5-(5-memoxy-2-memylsulfanyl-pyrinn^ 
(270 mg, 0.832 mmol) was dissolved in 5 ml of chloroform. Solid mCPBA (content 50%, 631 
mg, 1.83 mmol) was added and it was stirred for 1 hour. The mixture was then diluted with 
DCM (25 ml) and extracted successively with saturated solutions of sodium bisulfite and sodium 
bicarbonate and brine. Drying over sodium sulfate and evaporation gave crude 4-[5-(2- 
memanesulfonyl-5-memoxy-pyrirmtf^ Yield: 245 mg 

(83%). 



Step C: 4-{ 5-r5-Meftoxv-2-(2,2,6,6-tetramemvl- D in ^ 
2-vl)-2-meth vl-butan-2-ol 

4-[5<2-Memanesulfonyl-5-metooxy-pyrin^ 
(240 mg, 0.673 mmol) was mixed with 2,2,6,6-Tetramethyl-piperidin-4-ylamine (0.5 ml, 2.86 
mmol) and DIEA (0.5 ml, 2.92 mmol) and heated to 120 °C in a closed flask for 2 hours. The 
residue was then diluted with MeOH and purified by preparative HPLC to give the title 
compound. Yield: 8 mg (3%). 
MS (ESI): 433.0 [M+H] + 

'H-NMR (CDC1 3 ): 5(ppm) 8.05 (s, 1H), 7.88 (d, 1H), 6.84 (d, 1H), 4.63 (d, 1H), 4.3 (m, 1H), 
3.92 (s, 3H), 2.96 (m, 2H), 2.11 (m, 2H), 1.92 (m, 2H), 1.36 (s, 6H), 1.31 (s, 6H), 1.16 (br s, 6H), 
0.98 (m, 2H). 



Method C is illustrated by the following representative Example 3 
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Example 3 

H-r5-(4-Methoxv-butviythiophen-^^^ 
amine hydrochloride 



Neat 2-methylsulf anyl-pyrimidin-4-ol (5 g, 35 mmol) and 2,2,6,6-tetramethyl-piperidin-4- 
ylamine (8.243 g, 52.75 mmol) were heated to 170 °C with stirring for 2 hours. After cooling, the 
brown solid was triturated with ether. Filtration gave 8.16 g (93%) of 2-(2,2,6,6-Tetramethyl- 
piperidin^ylamino)-pyriiiridin-4-ol. This crude (8 g, 32 mmol) was suspended in 160 ml of 
acetonitrile. Then, 4N-HC1 in dioxane (24 ml, 96 mmol) and POCl 3 (7.32 ml, 80 mmol) were 
added successively and the suspension was heated to reflux (105 °C heat bath) for 2 hours. After 
that, the mixture was cooled, diluted with EtOAc and washed twice with 2N-NaOH, then brine, 
dried over sodium sulfate and evaporated. Chromatography on silicagel (EtOAc/MeOH/ammonia 
: 2/1/0.02) gave (4^Moro-pyrimidin-2-yl)^ as a beige 

solid. Yield: 7.68 g (89%). 

Step B: 2-(4-Methoxy-butvlVthiophene 



A solution of 4-thiophen-2-yl-butan-l-ol (4.55 g, 29.09 mmol) in 20 ml of THF was 
carefully added to a stirred suspension of oil-free sodium hydride (1.05 g, 43.75 mmol) in 15 ml 
of THF. When the addition was complete, the mixture was heated to 50 °C and stirring continued 
for 1 hour. Iodomethane (2.7 ml, 43.75 mmol) was then added and the turbid solution was stirred 
at 50 °C for another 2 hours. After cooling, a few drops of water were added and the mixture was 




Step A: (4-Chloro-pvrinMdm-2-vlV(2^ 
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partitioned between 1N-HC1 and ether. The organic layer was washed with saturated sodium 
bicarbonate solution and brine. Drying over sodium sulfate and careful evaporation (product is 
volatile) gave a pale yellow oil. Yield: 4.45 g (90%). 

StepC: (4-r5-(4-Memoxv-butvlVtmophen^ 
4-vlVamine hydrochloride 

A solution of 2-(4-methoxy-butyl)-thiophene (527 mg, 3.1 mmol) in 10 ml of THF was 
treated with LDA (2.3 ml of 1.5M solution in cyclohexane, 3.4 mmol) at -78 °C under nitrogen 
and the mixture was stirred for 5 minutes. Then, trimethylborate (0.379 ml, 3.4 mmol) was added 
in one portion and the cooling bath was removed. After 15 minutes, the mixture was quenched 
with 10 ml of saturated ammonium chloride solution and extracted twice with ether. The aqueous 
layer was then acidified with 2N-HC1 and extracted once more with ether. The combined organic 
extracts were washed with water and brine and evaporated. This crude boronic acid was 
redissolved in 5 ml of DME and added to a stirred suspension of (4-chloro-pyrimidin-2-yl)- 
(2,2,6,6-tetramemyl-piperidin-4-yl)-arnine (416 mg, 1.55 mmol), Pd(PPh 3 ) 4 (36 mg, 0.031 
mmol), 10 ml of DME and 5 ml of a 10% solution of sodium bicarbonate. This mixture was then 
kept at reflux (100 °C heat bath) for 90 minutes. After cooling, most of the DME was evaporated 
and the crude was partitioned between 2N-HC1 and ether. The aqueous layer was separated, made 
basic with 2N-NaOH and extracted twice with ether and once with DCM. The combined organic 
layers were washed with water and brine, dried over sodium sulfate and evaporated. The crude 
oil was purified by preparative HPLC and converted into its hydrochloride salt by addition of 
excess of 3M-HC1 solution in EtOAc. Yield: 494 mg (73%). 
MS (ESI): 403.0 [M+H] + 

1 H-NMR (CDC1 3 ): 5 (ppm) 8.19 (br d, 1H), 7.48 (d, 1H), 6.80 (d, 1H), 6.77 (d, 1H), 5.55 (b s, 
1H), 4.38 (m, 1H), 3.39 (t, 2H), 3.31 (s, 3H), 2.86 (t, 2H), 2.08 (m, 2H), 1.76 (m, 2H), 1.66 (m, 
2H), 1.35 (br s, 6H), 1.14 (br s, 6H), 0.97 (m, 2H). 

Method D is illustrated by the following representative Example 4 
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Examole 4 

fl^(S-r2^2/2A6-Tetram^ 
2-ol 




Sten A: reV4-r W2-Methvls"1fanv1-pvri 




A mixture of (E)-4-(5-bromo-thiophen-2-yl)-but-3-en-2-one (1 g, 4.34 mmol), 
triphenylarsine (319 mg, 1.04 mmol), cuprous iodide (99 mg, 0.52 mmol) and Pd 2 (dba) 3 (119 
mg, 0.13 mmol) in 25 ml of NMP was heated to 80 °C. To this hot solution 2-methylsulfanyl-4- 
tributylstaimanyl-pyrimidine (1.8 g, 4.34 mmol) dissolved in 10 ml of NMP was added dropwise 
over a period of 10 minutes. Stirring was continued for 24 hours. The solvent was then removed 
in vacuo and the residue partitioned between water and EtOAc. The aqueous layer was separated 
and extracted once more with EtOAc. The combined organic extracts were washed with water 
and brine, dried over sodium sulfate and evaporated. The crude was purified by chromatography 
on silicagel (EtOAc/hexane : 2/3) to give a yellow solid. Yield: 480 mg (40%). 

StepB:(E)^-r5-(2-Memvlsn1fanvl-o^ 




4-33165P1 




-25- 



Solid sodium borohydride (25 nig, 0.66 mmol) was added to a solution of (E)-4-[5-(2- 
methylsulfanyl-pyrinndm (120 mg, 0.43 mmdl) in 8 ml of 

MeOH. After stirring for 3 hours, the MeOH was evaporated and the residue was partitioned 
between water and EtOAc. The aqueous layer was separated and extracted once more with 
EtOAc. The combined organic extracts were washed with brine; dried over sodium sulfate and 
evaporated to give a yellow solid which was used without further purification. Yield: 1 12 mg 
(93%). 

StepC: rE^-4-r5-(2-Memanesulfonvl-pvrinnchn-4-vlVthiophen-2-vl1-but-3-en-2-ol 

V s 

V-OH 

A solution of (E)-4-[5-(2-memylsulfanyl-pyrinndin-4-yl)-tMophen-2-yl]-but-3-en-2- . 
(100 mg, 0.36 mmol) in 5 ml of chloroform was treated with mCPBA (content 50% , 272 mg, 
0.79 mmol) at room temperature for 2 hours. The mixture was then diluted with DCM (25 ml) 
and extracted successively with saturated solutions of sodium bisulfite and sodium bicarbonate 
and brine. Drying over sodium sulfate and evaporation gave (E)-4-[5-(2-methanesulfonyl- 
pyrimidin-4-yl)-thiophen-2-yl]-but-3-en-2-ol which was used directly in the next step. Yield: 108 
mg (97%). 

Step D: rei4-i 5-r2-(2.2. 6.6-Tetramemvl-piperidin-4-vla^ 
but-3-en-2-ol 

(E)-4-[5-(2-Memanesulfonyl-pyrimidm (100 mg, 0.32 

mmol) was mixed with 2,2,6,6-tetramemyl-piperidin-4-ylamine (0.2 ml, 1.15 mmol) and DIEA 
(0.2 ml, 1 . 17 mmol) and heated to 120 °C in a closed flask for 2 hours. The residue was then 
diluted with MeOH and purified by preparative HPLC to give the title compound. Yield: 25 mg 
(20%). 

MS (ESI): 387.0 [M+H] + 
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1 H-NMR (DMSO-d,): 5 (ppm) 8.25 (br s, 1H), 7.76 (d, 1H), 7.12 (d, 1H), 7.0 (d, 1H), 6.68 (d 
1H), 6.14 (m, 1H), 4.95 (br s, 1H), 4.15-4.35 (m, 2H), 1.7-1.9 (br m, 2H), 0.9-1.35 (m, 17H). 

Method E is illustrated by the following representative Example 5 



(4-r5-f3-An^ ^^-^Pthvl-but-l- 
piperidin-4-vlVamine 




Ste p A: 4-(5-B^n-th^phen- ^-^^-^ethvls»lfanYl-PVrinndine 




4-Iodo-2-memylsulfanyl- P yrimidine (2.5 g, 10 mmol), (5-Bromo-thiophen-2-yl)-tributyl- 
stannane (4.9 g, 11 mxnol) andPdCl 2 (702 mg, 1 mmol) were heated to 105 °C in toluene (30 ml) 
for 2 hours. The reaction mixture was poured on water and extracted three times with EtOAc. 
The combined organic phases were dried over sodium sulfate, filtered, evaporated to dryness and 
purified via chromatography on silicagel (acetone/hexanes : 0/100 to 3/97) to give the title 
compound as colourless foam. Yield: 1.6 g (55%). 



Ste p TV. 4-f5-BrnTno-thiophen ^-Y^-^^^ psnlfi ^^ 1 -^™ din? 
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4-(5-Bromo-thiophen-2-yl)-2-methylsulfanyl-pyriniidine (144 mg, 0.5 mmol) was 
dissolved in DCM (5 ml) and treated at 0 °C with mCPBA (content 70%, 112 mg, 0.65 mmol) 
for 15 minutes. The reaction mixture was washed with 2N-solution of sodium carbonate, the 
organic phase dried over sodium sulfate, filtered and evaporated to dryness and purified via 
chromatography on silicagel (acetone/hexanes : 20/80 to 40/60) to give the title compound as 
white crystals. Yield: 120 mg (80%). 

StepC: r4-(5-Bromo-thiophen-2-ylVpvrim 




4-(5-Bromo-thiophen-2-yl)-2-methanesulfinyl-pyrimidine (1 10 mg, 0.36 mmol) and 4- 
amino-2,2,6,6,-tetramethyl piperidine (0.6 ml) were heated to 130 °C for 45 minutes. Evaporation 
and chromatography on silicagel (TBDME/MeOH/ammonia : 90/9/1) gave the title compound as 
slightly coloured crystals. Yield: 100 mg (70%). 

Step D: f 445-(3-Amino-3-methvl-^ 
tetramethvl-piperidin-4-vlVamine 

{ 4-[5-Bromothiophen-2--yl]-pyrimidin-2--yl }-(2,2,6,6-tetramethyl-piperidin-4-yl)-amine 
(100 mg, 0.253 mmol), PdCl 2 (PPh 3 )2 (18 mg, 0.025mmol), l,l-dimethyl-prop-2-ynylamine (0.03 
ml, 0.253 mmol) and Cul (15 mg) were dissolved in triethylamine (25 ml) and refluxed for 1 
hour. The reaction mixture was filtered, evaporated to dryness and taken up in DCM, filtered and 
evaporated again and the residue crystallized from ether to give the title compound as red-yellow 
crystals. Yield: 50 mg (50%). 
MS (ESI): 398 [M+H] + 

^-NMR (CDC13): 8 (ppm) 8.30 (br s, 1H), 7.50 (d, 1H), 7.13 (d, 1H), 6.83 (br s, 1H), 5.45 (br s, 
1H, NH), 4.45 <m, 1H), 3.78 (br s, 2H, NHS), 2.33 (br s, 1H, NH), 2.12 (br d, 2H), 1.53 (s, 12H), 
1.43(brt,2H), 1.38 (s,6H). 
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THIOPHENES 



Example 6 

hut-3-en-2-ol 




The title compound was prepared analogous to Step A of Method D, using 2- 
methylsulfanyl^tributylstannanyl-pyrimidine and (E).3-(5-bromo-thiophen-2-yl)-acryUc acid 
methyl ester, followed by reaction with MeMgBr (Step A of Method A), mCPBA (Step C of 
Method D) and added 2^,6,6-tetramemyl-piperidin-4-ylamine (Step D of Method D). 
MS (ESI): 401.0 [M+H] + 

'H-NMR (DMSO-d.) 8 (ppm) 8.24 (br d, 1H), 7.54 (d, 1H), 6.98 (d, 1H), 6.83 (d, 1H), 6.74 (d, 
1H), 6.31 (d, 1H), 4.93 (br d, 1H), 4.4 (m, 1H), 2.12 (m, 2H), 1.44 (s, 6H), 1.4 (s, 6H), 1.2 (s, 
6H), 1.05 (m, 2H). 

Example 7 

4.^r?.-a.2.6.6^ t^ 
one 
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Step A: tEV3-r5-(2-Methvlsulfanvl-pv^^ acid methvl ester 



(E)-3-[5-(2-Methylsulf anyl-pyrimidin^yl)-tMophen-2-yl]-acrylic acid methyl ester was 
prepared analogous to Step A of Method D, using (E)-3-(5-bromo-thiophen-2-yl)-acrylic acid 
methyl ester and 2-me1hylsiilfanyl^-tributylstannanyl-pyrimidine, Yield: 45%. 

Step B: 3-r5-(2-Methvlsulfanvl-pvrim acid methvl ester 



A solution of (E)-3-[5-(2-methylsulf^ acid 
methyl ester (200 mg, 0.684 mmol), nitromethane (3 ml) and Triton B (0.3 ml) was heated to 80 
°C for 4 hours. After cooling, the mixture was diluted with EtOAc and washed with saturated 
ammonium chloride solution, water and brine. Drying over sodium sulfate and evaporation gave 
a red-brown oil. Yield: 100 mg (41%) 

Step C: 4-r5-(2-Methvlsulfanvl-p^ 



The nitro derivative from Step B (100 mg, 0.283 mmol) was dissolved in 10 ml of 
ethanol and hydrogenated with Raney-nickel for 18 hours. The catalyst was then filtered off and 






NH 



o 
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the solution was heated to reflux for 3 hours. After evaporation, the crude product was purified 
by preparative HPLC. Yield: 19 mg (23%). 




The sulfane from Step C was oxidized with mCPBA (Step C of Method D). Yield: 17 mg 



(80%). 

Ste p E: 4-( 5-r7-<"2.2.6.6-Tetramethv1 -piperidin-4-vlaniino) 
pvrrolidin-2-one 



iidin-4-vn-t >«in pVien-2-vn- 



The tide compound was prepared analogous to Step D of Method D, using the above 
sulfone. Yield: 13 mg (62%). 
MS (ESI): 400.0 [M+H] + 

'H-NMR (CDCI3): 8 (ppm) 8.23 (d, 1H), 7.52 (d, 1H), 6.92 (d, 1H), 6.8 (d, 1H), 6.07 (br s, 1H), 
4.99 (br d, 1H), 4.36 (m, 1H), 3.96 (m, 1H), 3.82 (m, 1H), 3.48 (m 1H), 2.8 (m, 1H), 2.55 (m 
1H), 2.09 (m, 2H), 1.35 (s, 6H), 1.15 (s, 6H), 1.0 (m, 2H). 

Example 8 

4- ( 5-r5-Methvl-2-f2.2.6-6-tetrametb Yl-piperidin-4-vlamino) 
butan-l-ol 




4-33165P1 

-31- 

Step A: 4-r5-(2-Chloro-5-methvl-pvrin^ acid methyl ester 




4-[5-(2-Chloro-5-methyl-p^^ acid methyl ester was 

prepared analogous to Step B of Method A, starting from 4-thiophen-2-yl-butyric acid methyl 
ester and 2,4-dichloro-5-methyl-pyrimidine. Yield: 12%. 

Step B: 4-1 5-r5-Methvl-2-(2.2.6,6-tetr^ 
yl)-butyric acid methyl ester 




4-{ 5-[5-Methyl-2<2,2,6,6-tetram 
yl}-butyric acid methyl ester was prepared analogous to Step C of Method A, starting from 4-[5- 
(2-cMoro-5-methyl-pyrimi^ acid methyl ester and added 2,2,6,6- 

tetramethyl-piperidin-4-ylamine. Yield: 60%. 

Step C: 4-( 5-r5-Methyl-2-(2,2,6.6-tetrame^ 
vll-butan-l-ol 

The ester from Step B (37 mg, 0.09 mmol) was dissolved in 1 ml of THF and LAH (1M 
in THF, 0.22 ml, 0.22 mmol) was added. After 30 minutes, the mixture was quenched with water 
and extracted with ether. The organic layers were washed with brine, dried over sodium sulfate 
and evaporated. The crude product was purified by preparative HPLC. Yield: 15 mg (43%). 



/ 
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MS (ESI): 403.0 [M+Hf 

>H-NMR (DMSO-d*) 5 (ppm) 8.13 (br s, 1H), 7.51 (d, 1H), 6.94 (d, 1H), 6.7 (br d, 1H), 4.49 (br 
t, 1H), 4.2 (m, 1H), 3.42 (m, 2H), 2.82 (t, 2H), 2.3 (s, 3H), 1.8 (br m, 2H), 1.66 (m, 2H), 1.5 (m, 
2H), 1.23 (br s, 6H), 1.08 (m, 2H), 1.02 (br s, 6H). 



Example 9a 




The tide comound was prepared analogous to Steps B and C of Method A, starting 
l-thiophen-2-yl-propan-2-ol, 2,4-dichloro-pyrimidine and 2A6,6-tetramethyl-piperidin-4- 



ylamine. 

MS (ESI): 375.0 [M+Hf 

'H-NMR (DMSO-d*) 5 (ppm) 8.24 (br m, 1H), 7.71 (d, 1H), 6.96 (d, 1H), 6.93 (d, 1H), 4.82 (br 
d, 1H), 4.25 (m, 1H), 3.85 (s, 1H), 2.87 (d, 2H), 1.8 (br m, 2H), 1.0-1.35 (m, 17H). 



Example 9b 

?.-Methvl-l-(5-P-r?.9,6,6-tetra^ ^hv1- P i pe ri(ii n -4- v1amin 
prnpan-2-ol 




The tide compound was prepared analogous to Method C, starting from (4-chloro- 
pyrinudin-2-yl)-(2,2A6-te^ and 2-methyl-l-thiophen-2-yl-propan- 

2-ol. 

MS (ESI): 389.2 [M+H] + 



4-33165P1 




Example 10 

2'2«N-Trimethvl-3-l5-r2^^ 
vl 1 -propionamide 




Step A: 2.2.N"Trimethvl-3-thiophen"2-vl-propionamide 

A solution of 2^-dimethyl-3-thiophen-2-yl-propionic acid (315 mg, 1.589 mmol) in 10 
ml of dichloromethane was treated successively with HOBt (257 mg, 1.9 mmol), EDC (364 mg, 
1.9 mmol) and triethylamine (0.223 ml, 1.6 mmol). The mixture was stirred for 20 minutes, then 
methylamine (0.621 ml, 8 mmol) was added and stirring was continued for 18 hours. The solvent 
was then evaporated and the crude was redissolved in ether, washed with 2N-HC1, saturated 
sodium bicarbonate and brine. Drying over sodium sulfate and evaporation gave a yello-brown 
oil which was used without further purification. Yield: 244 mg (78%). 

Step B: 2.2J^-Trimethvl-3-{ 5-r2-(2.2.6.6-tetramethvl-piperi 
thiophen-2-vl)-propionamide 

The title comound was prepared analogous to Steps B and C of Method A, starting from 
2,2^-trimethyl-3-thiophen-2-yl-propionamide, 2,4-dichloro-pyrimidine and 2,2,6,6-tetramethyl- 
piperidin-4-ylamine. 
MS (ESI): 430.4 [M+H] + 

*H-NMR (DMSO-do) 5 (ppm) 8.23 (br m, 1H), 7.66 (d, 1H), 7.52 (m, 1H), 6.94 (d, 1H), 6.83 (d, 
1H), 4.25 (m, 1H), 2.99 (s, 2H), 2.58 (d, 3H), 1.77 (br m, 2H), 0.95-1.35 (m, 20H). 
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Kxample 11 

2^tiiyl^i3^^ 
2-ol 

1 




A: 2-Metb Yi«"1fanvl-4-(lH-PVrrol-3- Y l)-pvrimidine 




The title compound was prepared analogous to Step A of Method B, starting from [1- 
[trisU-memylemy^ acid «* 4^hloro-2-methylsulfanyl- 

pyrimidine. Under the reaction conditions, the triisopropylsilyl protecting group was cleaved. 
Yield: 95%. 

StgpB: HH2^ fetfrylg^^ aHd mCthVl 




2-Memylsulfanyl-4-(lH-pyrrol-3-yl)-pyrinn^ (260 mg, 1.36 mmol) was added to a 
suspension of fat free sodium hydride (39 mg, 1.63 mmol) in 5 ml of THF. The mixture was 
heated to 50 °C for 20 minutes. Then, 3-bromo-propionic acid methyl ester (0.156 ml, 1.36 
xnmol) was added and the temperature was increased to 80 'C. After 14 hours, the mixture was 
cooled, quenched with water and extracted with ether. The combined organic layers were washed 
with brine, dried over sodium sulfate and evaporated. The crude product was used without 
further purification. Yield: 302 mg (80%). 
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Step C: 2-Methvl-4-l3-r2-(2.2.6.6-tetrame^ 
vll-butan-2-ol 

The title compound was prepared from 3-[3-(2-Methylsulfanyl-py^ 
yl]-propibnic acid methyl ester by reaction with MeMgBr (Step A of Method A), followed by 
mCPBA (Steps C and D) and (2,2,6,6-tetramethyl-piperidin-4-yl)-amine (Step D of Method D). 
MS (ESI): 386.0 [M+H] + 

*H-NMR (DMSO-de) 5 (ppm) 8.18 (br d, 1H), 7.48 (br s, 1H), 6.65-6.75 (m, 3H), 4.82 (br d, 
1H), 4.43 (m, 1H), 4.1 (m, H), 2.14 (m, 2H), 2.05 (m, 2H), 1.47 (s, 6H), 1.43 (s, 6H), 1.2 (s, 6H), 
1.03 (m,2H). 

Example 12a 

2-(2-(5-r2-(2.2.6.6-Tetra^ 
cvclopropvlVpropan-2-ol 



The title compound was prepared in 4 steps from thiophene. First, thiopherie was acylated 
with 3-oxa-bicyclo[3.1.0]hexane-2,4-dione, followed by carbonyl reduction to give 2-thiophen-2- 
ylmethyl-cyclopropanecarboxylic acid (both steps analogous to EurJMecLChem. 1998, 867) 
which was converted into its methyl ester using diazomethane. Finally, the methyl ester was 
converted to the gem-dimethyl alcohol by reaction with MeMgBr (Step A of Method A). 




Step A: 2-(2-Thiophen-2-vlmethvl-cvclopropvD-propan-2-ol 
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StepB: 2-(2-<5-r2-(2.2,6-6-Tetramethv1-piperidin -4-vlamino>-pvrimidin-4-vl1-t^ 



ylmethvl l-c vclopropvlVpropan-2-ol 

The title compound was prepared analogous to Method C, starting from 2-(2-thiophen-2- 
ylmethyl-cyclopropyl)-propan-2-ol and (4-cWoro-pyrimidin-2-ylH2,2,6,6-tetramethyl-piperidin- 
4-yl)-amine. Yield: 20%. 
MS (EST): 429.0 [M+H] + 

1 H-NMR (DMSO-de) 5 (ppm) 8.25 (br s, 1H), 7.7 (d, 1H), 6.9-7.0 (m, 3H), 4.25 (m, 1H), 3.95 (s, 
1H), 2.65-2.85 (m, 2H), 1.7 (br m, 2H), 0.95-1.45 (m, 21H), 0.79 (m, 1H), 0.6 (m, 1H), 0.25 (m, 
1H). 

Example 12b 

2.3.yiYimeflw1-S-l5-l2^3^ 
vll-pentan-2-ol 



The title compound was prepared in 4 steps from thiophene. First, thiophene was acylated 
with 33-dimethyl-dihydro-furan-2,5-dione, followed by carbonyl reduction to give 2,2-dimethyl- 
4-thiophen-2-yl-butyric acid (both steps analogous to EurJ.Med.Chem. 1998, 867) which was 
converted into its methyl ester using diazomethane. Finally, the methyl ester was converted to the 
gem-dimethyl alcohol by reaction with MeMgBr (Step A of Method A). 



OH 

Sten A: 2.33-Trimethvl-5 -thiophen-2-vl-pentan-2-ol 
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Step B: 2.33-Trimethvl-5-i 5-r2-(2.2,6,6-tetramethvl-piperidm 
thiophen-2-vl 1 -pentan-2-ol 

The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimidin-2-yl)-(2,2,6,6-tetr^ and 2,3 ,3-trimethyl-5-thiophen-2-yl- 

pentan-2-ol from Step A. 
MS (ESI): 445.3 [M+H] + 

^-NMR (DMSO-d*): 8 (ppm) 8.22 (br d, 1H), 7.6 (br d, 1H), 6.85-6.95 (m, 2H), 6.16 (br m, 
1H), 4.35 (br m, 1H), 3.43 (br s, 1H), 2.84-2.95 (m, 2H), 1.86-1.98 (m, 2H), 1.74-1.83 (m, 2H), . 
0.9-1.4 (m,26H). 

Example 13a 

2-f(lR.2RV2-l5-r2-(2,2.6.6-Tetramethvl-piperidin-4-vlaminoVDvri 
cvclopropvD-propan-2-ol 



The title compound was prepared from (lR,2R)-2-thiophen-2-yl-cyclopropanecarboxylic 
acid (JMeeLChem. 39, 1485) by successive treatment with diazomethane and MeMgBr (Step A 
of Method A). 

Step B: 2-((lR.2RV2-( 5-r2-(2.2A6-Tetramethvl-pjperi 
thiophen-2-vl>-cvclopropvlVpropan-2-ol 




Step A: 2-(( 1R.2R V2-Thiophen-2-vl-cvclopropvl Vpropan-2-ol 
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The title compound was prepared analogous to Method C, starting from 2-((lR,2R)-2- 
thiophen-2-yl-cyclopropyl)-propan-2-ol and (4-chloro-pyrinu^ 
piperidin-4-yl)-amine. Yield: 63%. 
MS (ESI): 415.0 (M+H] + 

'H-NMR (DMSO-de) 5 ( PP m) 8.22 (or s, 1H), 7.65 (d, 1H), 6.98 (br s, 1H), 6.93 (d, 1H), 6.82 (d, 
1H), 4.25 (br m, 1H), 4.21 (s, 1H), 2.13 (m, 1H), 1.8 (br m, 2H), 0.95-1.45 (m, 22H), 0.78 (m, 
1H). 

Example 13b 

2 z fl^Sj£=lM£(2^^^ 
cvclopro py1)-propan-2-ol 




The title compound was prepared as described for Example 13a, starting from the 
enantiomeric (lR^R)-2-thiophen-2-yl-cyclopropanecarboxyUc acid. 
MS (ESI): 415.0 rM+Hf 

'H-NMR (DMSO-de) 8 (ppm) 8.22 (br s, 1H), 7.65 (d, 1H), 6.98 (br s, 1H), 6.93 (d, 1H), 6.82 (d, 
1H), 4.25 (br m, 1H), 4.21 (s, 1H), 2.13 (m, 1H), 1.8 (br m, 2H), 0.95-1.45 (m, 22H), 0.78 (m, 
1H). 
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Example 14 

2-Emoxv-2-methvl l-(5-r2-(2.2.6.6-tetram^ 



2-vll-propan-l-one 




The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrirmdin-2-yl)-(2,2,6,6-teti^ 
yl-propan-l-one. 

MS (EI): 430 [M] + , 415 [M-CH 3 ] + 

1 H-NMR (DMSO-de): 8 (ppm) 8.37 (br s, 1H), 8.07 (br d, 1H), 7.94 (br d, 1H), 7.23 (br s, 1H), 
7.15 (br d, 1H), 4.26 (br m, 1H), 3.38 (q, 2H), 1.7-1.9 (m, 2H), 1.0-1.35 (m, 14H) overlaping 



Example 15 

J4-r5-(3-Methoxv-propvlVthiophen-2-vn-pvri^ 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimimn-2-yl)-(2,2,6,6-tetramemyl-piperidin-4-yl)-armneand3-tm^ 
MS (BSD: 389.0 [M+H] + 



1.13 (t, 3H). 



arrant* 
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! H-NMR (DMSO-de) 8 (ppm) 8.35 (br m, 1H), 7.95 (br m, 1H), 7.35 (br m, 1H), 7.05 (br m, 
1H), 4.4 (br m, 1H), 3.37 (t, 2H), 3.25 (s, 3H), 2.9 (t, 2H), 2.05 (m, 2H), 1.87 (m, 2H), 1.65 (m, 
2H), 1.54 (br s, 6H), 1.46 (br s, 6H). 

Example 16 

2M5-r2-(2.2.6.6-Tetramemvl-piperidm-4-vla^ 
hicvclopropvl-l-ol 




OH 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyriimdin-2-ylM2,2,6,6-t^^ 

ol (prepared by cyclopropanation of 2-tbiophen-2-yl-cyclopropanecarboxylic acid methyl ester, 
J.Org.Chem. 1993, 502). 
MS (ESI): 413.0 [M+H] + 

'H-NMR (DMSO-de) 5 (ppm) 8.21 (br m, 1H), 7.66 (d, 1H), 6.94 (d 1H), 6.93 (d, 1H), 6.85 (d, 
1H), 5.33 (s, 1H), 4.24 (m, 1H), 2.1 (m, 1H), 1.78 (b m, 2H), 1.39 (m, 1H), 0.95-1.35 (m, 16H), 
0.85 (m, 1H), 0.35-0.65 (m, 4H). 

Example 17 

4-J3-Methoxv-5-r2-(2.2.6.6-tetramem^ 
methvl-butan-2-ol 



~o 




The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrinudin-2-ylM2£,6,6-tet^ and 4-(3-methoxy-thiophen-2-yl)-2- 
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methyl-butan-2-ol (prepared by Pd/C hydrogenation of 0E)-3-(3-Methoxy-thiophen-2-yl)-acrylic 
acid methyl ester, followed by reaction with MeMgBr (Step A of Method A)). 
MS (ESI): 433.0 [M+H] + 

^-NMR (DMSO-de) 5 (ppm) 8.25 (br m, 1H), 7.76 (s, 1H), 6.98 (d, 1H), 4.32 (s, 1H), 4.24 (m, 
1H), 3.85 (s, 3H), 2.71 (m, 2H), 1.8 (br m, 2H), 1.65 (m, 2H), 1.0-1.35 (m, 20H). 

Example 18 

l4-r5-(2-Amino-2-methvl-^^ 
4-vlVamine 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimidin-2-yl)-(2,2,6,6-tefr^ and (1 4-Dimethyl-2-thiophen-2-yl- 

ethyl)-carbamic acid tert-butyl ester (prepared by BOC protection of l,l-Dimethyl-2-thiophen-2- 
yl-ethylamine), followed by BOC cleavage with HC1 in dioxane. 
MS (ESI): 388.0 [M+H] + 

*H-NMR (DMSO-de) 8 (ppm) 8.25 (br m, 1H), 7.72 (d, 1H), 6.98 (d, 1H), 6.92 (d, 1H), 4.26 (m, 
1H), 2.82 (s, 2H), 2.07 (m, 2H), 1.8 (br m, 2H), 1.0-1.35 (m, 20H). 

Example 19 

2.2-Difluoro-3-methvl-l-f5-r2-f2.2.6>6-tetramethvl-piperidin 
thiophen-2-vll-butane-l,3-diol 





HO 
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The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrinudin-2-yl)-(2,2,6^^^^ ™ d 2-[13-Bis-(tert-butyl-dimethyl- 

silanyloxy)-2,2-difluoro-3-methyl-butyl]-thiophene (prepared from 2,2-Difluoro-3-hydroxy-3- 
thiophen-2-yl-propionic acid ethyl ester by treatment with MeMgBr (Step A of Method A) and 
TBDMS protection), followed by TBDMS cleavage with TBAF in THF. 
MS (ESI): 455.0 [M+EQ + 

1 H-NMR (CDCI3) 8 (ppm) 8.2 (br m, 1H), 7.55 (d, 1H), 7.13 (d, 1H), 6.85 (d, 1H), 5.42 (m, 1H), 
5.0 (br m, 1H), 4.37 (m, 1H), 2.07 (m, 2H), 0.95-1.55 (m, 20H). 

Example 20 

^3 ^. T ri m emvi-^-{^-r?--f2.2.6. 6 -t^ a m ft thvl-ni P pridin-4-y1a 
yll-butan-2-ol 




HO 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrinuain-2-ylM2,2,6,6-te^ and 2,3,3-trimethyl-4-thiophen-2-yl- 

butan-2-ol (prepared from 2,2-dimemyl-3-thiophen-2-yl-propionic acid by esterification with 
diazomethane and treatment with MeMgBr (Step A of Method A)). 
MS (ESI): 431.0 [M+Hf 

1 H-NMR (DMSO-de) 6 (ppm) 8.25 (br m, 1H), 7.72 (d, 1H), 6.97 (d, 1H), 6.89 (d, 1H), 4.26 (m, 
1H), 4.22 (s, 1H), 2.86 (s, 2H), 1.82 (br m, 2H), 1.0-1.35 (m, 20H), 0.85 (s, 6H). 
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Example 21 

r4-(5-Benzvloxv-tmophen-2-vlVpvrin^ 



The tide compound was prepared analogous to Method C, starting from (4-chloro- 
pyrinu(im-2-ylM2,2,6,6-tetrame^ 
MS (ESI): 423.0 [M+H] + 

'H-NMR (DMSO-de) 5 (ppm) 8.18 (br m, 1H), 7.62 (d, 1H), 7.35-7.55 (m, 5H), 6.94 (d, 1H), 
6.52 (d, 1H), 5.23 (s, 2H), 4.23 (m, 1H), 1.77 (br m, 2H), 1.0-1.3 (m, 14H). 

Example 22 

r4-(5-Butvl-thjophen-2-vlVpvrimifl^^ 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimimn-2-yl)-(2,2,6,6-tetramemyl-piperimn-4-yl)-amin^ and 2-butyl-thiophene. 
MS (ESI): 373.0 [M+H] + 

'H-NMR (DMSO-de) 8 (ppm) 8.25 (br m, 1H), 7.71 (d, 1H), 6.97 (d, 1H), 6.93 (d, 1H), 4.25 (m, 
1H), 2.84 (t, 2H), 1.8 (br m, 2H), 1.64 (m, 2H), 1.38 (m, 2H), 1.0-1.3 (m, 14H), 0.93 (t, 3H). 
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Example 23 

r4-f5-Pro P oxv-t hio ph e n-2-vlV^^ 



The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyriimdin-2-yl)-(2,2,6,6-te^ ™ d 2-propoxy-thiophene. 

MS (ESI): 375.0 [M+H] + 

>H-NMR (DMSO-de) 8 (ppm) 8.18 (br m, 1H), 7.62 (d, 1H), 6.94 (d, 1H), 6.4 (d, 1H), 4.24 (m, 
1H), 4.08 (t, 2H), 1.7-1.85 (m, 4H), 1.0-1.35 (m, 14H), 0.97 (t, 3H). 

Example 24a 

£4 : g :: £2JMfefl^^ 
amine 




The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimidin-2-yl)-(2,2,6,6-tetramemyl-piperidto-4-yD and 2-(2-methoxy-ethoxy)-thiophene 

(prepared by cupric oxide-mediated coupling of 2-methoxy-ethanol and 2-iodo-thiophene, 
JAm.Chem.Soc. 1953, 3697). 
MS (ESI): 391.4 [M+H] + 

^-NMR (DMSO-ds) 5 (ppm) 8.29 (br m, 1H), 7.61 (d, 1H), 6.95 (d, 1H), 6.43 (d, 1H), 4.25 (m, 
3H), 3.69 (m, 2H), 3.33 (s, 3H), 1.8 (br m, 2H), 0.95-1.35 (m, 14H). 
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Examole 24b 

{4_r5-(2-Dimethvlaim^^ 
4-vlVamine (dihvdrochloride') 




The title compound was prepared analogous to Method C, starting from (4-chloro- 
pyrimidin-2-yl)-(2,2,6,6-teti^^ and dimethyl-[2-(thiophen-2-yloxy)- 

ethyl]-amine (prepared by cupric oxide-mediated coupling of 2-dimethylamino-ethanol and 2- 
iodo-thiophene, /.Am. Chem.Soc. 1953, 3697). 
MS (ESI): 404.3 [M+H] + 

1 H-NMR (DMSO-d*, 120 °C): 8 (ppm) 8.25 (d, 1H), 7.9 (br s, 1H), 7.6 (d, 1H), 6.96 (d, 1H), 
6.55 (d, 1H), 4.57 (br t, 2H), 4.38 (br m, 1H), 3.54 (br t, 2H), 2.85 (s, 6H), 2.03-2.12 (m, 2H), 
1.64-1.75 (m, 2H), 1.58 (s, 6H), 1.52 (s, 6H). 

Example 25 

r4-(5-Pvridin-4-vl-thioph 




[4-(5-Bromo-tMophen-2-yl)-pyrimi^ 
(Step C of Example 5, 100 mg, 0.253 mmol), 4-trimethylstannylpyridine (186 mg, 0.506 mol) 
and PdCl 2 (PPh3)2 (18 mg, 0.025 mmol) were dissolved in xylene (5 ml) and heated to 120 °C for 
30 minutes. The reaction mixture was poured on lN-NaOH and extracted three times with 
EtOAc. The combined organic phases were dried over sodium sulfate, filtered, evaporated to 
dryness and purified via preparative HPLC to give the title compound as yellow crystals. Yield: 
23mg(23%) 
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MS (ESI): 394 [M+H] + 

'H-NMR (CDCI3): 8 (ppm) 8.65 (d, 2H), 831 (d, 1H), 7.69 (d, 1H), 7.52 (t, 2H), 6.90 (d, 1H), 
4.98 (d, 1H), 4.43 (m, 1H), 2.14 (br d, 2H), 1.42 (s, 6H), 1.21 (s, 6H), 1.05 (br t, 2H). 

Example 26 

1-Methvl-4-r542-(2.2.6.6-tetramethvl^ 
piperidin-4-ol 



[4-(5-Bromo-tMophen-2-yl)-pyrimi^ 
(Step C of Example 5, 198 mg, 0.5 mmol) was dissolved in THF (10 ml), cooled to -78 °C and 
treated with nBuIi (1.6M in hexane, 0.94 ml, 1.5 mmol) for 15 minutes. N-methyl-4-piperidone 
(231 2 mmol) in THF (0.2 ml) was added rapidly and the reaction mixture stirred for 15 
minutes at -78 °C, then poured on water and extracted three times with EtOAc. The combined 
organic phases were dried over sodium sulfate, filtered, evaporated to dryness and purified via 
preparative HPLC to give the title compound as colorless crystals, which crystallized from ether. 
Yield: 40 mg (19%). 
MS (EI): 429 [M] + 

'H-NMR (CDCI3): 5 (ppm) 8.23 (d, 1H), 7.55 (d, 1H), 7.02 (d, 1H), 6.83 (d, 1H), 4.90 (d, 1H, 
NH), 4.40 (m, 1H), 2.73 (br d, 2H), 2.48 (br t, 2H), 2.36 (s, 3H), 2.21 (dt, 2H), 2.10 (dd, 2H), 
1.98 (d, 2H), 1.48 (br s, 1H, NH), 1.36 (s, 6H), 1.17 (s, 6H), 1.00 (t, 2H). 




Example 27 

r4-(5-Pvridin-3-vl-thiophen-2-^^^ 



4-33165P1 

4» 



-47- 



The title compound was prepared as described for Example 25, using [4-(5-bromo- 
tWophen-2-yl>pyrirmdin-2^^ (Step C of Example 5) 

and 3-tributylstannylpyridine. Yield: 38%. 
MS (EST): 394 [M+Hf 



7.41 (t, 1H), 7.36 (dd, 1H), 6.88 (d, 1H), 4.95 (d, 1H), 4.43 (m, 1H), 2.13 (br d, 2H), 1.55 (br s, 
1H, NH), 1.39 (s, 6H), 1.18 (s, 6H), 1.03 (br t, 2H). 

Example 28 

r4-(5-P\ridin-2-vl-tMophen-2-viypvrir^ 



The title compound was prepared as described for Example 25, using [4-(5-bromo- 
tWophen-2-yl>pyrimidln-2-yfl^ (Step C of Example 5) 

and 3-tributylstannylpyridine. Yield: 13%. 
MS (ESI): 394 [M+H] + 

^-NMR (CDC1 3 ): 8 (ppm) 8.62 (d, 1H), 8.29 (d, 1H), 7.71 (m, 3H), 7.64 (d, 1H), 7.21 (dd, 1H), 
6.88 (d, 1H), 4.92 (d, 1H), 4.43 (m, 1H), 2.15 (dd, 2H), 1.60 (br s 1H), 1.41 (s, 6H), 1.20 (s, 6H), 
1.04(brt,2H). 



r4-(5-Kperazin^vl-miophen-2-vlVpvrirm 



H-NMR (CDCI3): 8 (ppm) 8.95 (d, 1H), 8.58 (d, 1H), 8.29 (d, 1H), 7.92 (d, 1H), 7.68 (d, 1H), 




Example 29 
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Ste p A: 4-(5-r2-(2.2.6.6-Tetramethvl-pjperidin^vl a minoVpvrimidin-4-vl1-thiophen^ 
pi perazine-l-carboxv lic acid ethvl ester 




[4K5-Bromo-miophen-2-yl>p^ 
(Step C of Example 5, 198 mg, 0.5 mmol), NaOtBu (53 mg, 0.55 mmol), R-(+)-BINAP (6.2 mg, 
0.01 mmol), Pd(OAc) 2 (6.2 mg, 0.027 mol) and N-emoxycarbonylpiperazine (158 mg, 1.0 mmol) 
were refluxed in 1,4-dioxan for 18 hours. The reaction mixture was poured on water and 
extracted three times with EtOAc. The combined organic phases were dried over sodium sulfate, 
filtered, and purified via chromatography on silicagel (TBME/MeOH/anmionia : 98/1.8/0.2 to 
95/4.5/0.5) to give the title compound as yellow solid. Yield: 120 mg (50%). 

StepB: r4-(5-Pinerazin-4-v1-thiophen-2-v^ 
amine 

4.{542-(2,2,6,6-Tetramemyl-piperidin^ 
piperazine-l-carboxylic acid ethyl ester (120 mg, 0.25 mmol) in chloroform (5 ml) was treated 
with Me 3 SiI (0.34 ml, 2.5 mmol) at 60 °C for 4 hours. 6N-HC1 in propanol (5 ml) was added and 
stirred for 30 minutes at room temperature. The reaction mixture was poured on 2N-NaOH and 
extracted 5 times with EtOAc. The combined organic phases were dried over sodium sulfate, 
filtered, and purified via chromatography on silicagel (TBME/MeOH/ainmonia: 95/4.5/0/5 to 
80/1 8/2) to give the title compound as yellow crystals. Yield: 20 mg (20%). 
MS (ESI): 401 [M+H] + 

'H-NMR (CDCI3): 5 (ppm) 8.12 (d, 1H), 7.43 (d, 1H), 6.72 (d, 1H), 6.10 (d, 1H), 4.85 (d, 1H), 
4.43 (m, 1H), 3.23 (m, 4H), 3.06 (m, 4H), 2.15 (dd, 2H), 1.61 (br s 1H), 1.40 (s, 6H), 1.21 (s, 
6H), 1.03(brt,2H). 
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Example 30 

4-(5-a-r(8-Aza-bicvclor3.2J1oct-3-vn^ 
piperidin-4-ol 




5-Bromo-{2-[(8-aza-bicyclo[3.2.1]cK:t-3-yl)exo-am^^ 
(prepared analogous to Method E, using 44odo-2-methylsulfanyl-pyrirnidine, (5-bromo- 
miophen-2-yl>tributyl-stannane and (1R^ 

acid tert-butyl ester (WO 99/36424)), (183 mg, 0.5 mmol) in THF (10 ml) was cooled to --78 °C 
and treated with nBuIi (1.6M in hexane, 0.94 ml, 1.5 mmol) for 15 minutes. N-methyl-4- 
piperidone (231 fil, 2 mmol) was added in THF (0.2 ml) within 10 minutes and the resulting 
mixture stirred for 15 minutes at -78 °C. The reaction mixture was poured on water and extracted 
4 times with EtOAc. The combined organic phases were dried over sodium sulfate, filtered, and 
purified via chromatography on silicagel (TBME/MeOH/ammonia : 80/18/2 to 60/36/4) to give 
the title compound as brownish solid. Yield: 80 mg (40%). 
MS (ESI): 400 [M+H] + 

*H-NMR (DMSO-de, 120°C): 5 (ppm) 8.20 (d, 1H), 7.61 (d, 1H), 7.01 (d, 1H), 6.86 (d, 1H), 6.13 
(br d, 1H, NH), 4.84 (br s, 1H, OH), 4.23 (m, 1H), 3.48 (br s, 2H), 2.88 (br s, 1H, NH), 2.41-2.58 
(m, 4H), 2.23 (s, 3H), 1.71-2.07 (m, 10H), 1.51 (br t, 2H). 

Example 31 

8-Aza-bicvclor3.2.11oct-3-vl-r4-(5-piriei^n-l-vl-tMophen-2-vlVpvrim idin 
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Step A: S-Aza-bicvclora.a.noct-S-vl-r^f S-f^thoxvcaibonvnpiperazin-l -yl-thiophen-2-yl)- 
pvri mi din-2-vll-exo- amine 



5-Bromo-{2-[(8-aza-bicyclo[3.2.1]oct-3-yl)exo-amino]-pyriinidin-4-yl}-tWop 
(prepared as described in Example 30) (183 mg, 0.5 mmol), N-ethoxycarbonylpiperazine (158 
mg, 0.55 mmol), Pd(OAc) 2 (6.2 mg, 0.027 mmol), R-(+)-BINAP (6.2 mg, 0.01 mmol) and 
NaOtBu (53 mg, 0.55 mmol) were dissolved in 1,4-dioxane and heated to 110 °C for 18 hours. 
The reaction mixture was poured on water and extracted three times with TBME. The combined 
organic phases were dried over sodium sulfate, filtered, and purified via chromatography on 
silicagel (TBMETMeOH/ammonia : 90/9/1 to 80/18/2) to give the title compound as brownish 
solid. Yield: 20 mg (9%). 

StepB: 8-Aza-bicvclor3.2.11oct-3-vl-r4-f5-piperazin-l-vl-tMophen-2-yl)-pvrirm 



8-Aza-bicyclo[3.2.1]c<*-3-yl-[4-(5-(4^ 
pyrimidin-2-yl]-exo-amine (20 mg, 0.04 mmol) was dissolved in chloroform (0.4 ml) and treated 
with Me 3 SiI (0.4 ml) at 60 °C for 5 hours. 6M-HC1 in propanol (4 ml) was added and stirred for 
30 minutes at room temperature. The reaction mixture was poured on 2N-NaOH and extracted 5 
times with EtOAc. The combined organic phases were dried over sodium sulfate, filtered, and 
purified via preparative HPLC to give the title compound as yellow crystals. Yield: 5 mg (15%). 
MS (ESI): 371 [M+H] + 




o 



amine 
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Example 32 

f4-r5-(feV3-Amino-3-mewvl-but-l-envl^ 
piperidin-4-vlVamine 




A solution of {4-[5-(3-Anuno-3-methyl-^ . 
(2,2,6,6-teti^ethyl-piperidin-4-yl)-aniine (Example 5, 100 mg, 0.252 mmol) in 10 ml of THF 
and LAH (1M in THF, 0.25 ml, 0.25 mmol) was refluxed for 3 hours, poured on water and 
extracted 3 times with TBME. The combined organic phases were dried over sodium sulfate, 
filtered and purified via chromatography on silicagel (DCM/MeOH/ammonia : 90/10/1 to 
85/15/2) to give the title compound as yellow solid. Yield: 20 mg (20%). 
MS (ESI): 400 [M+H] + 

J H-NMR (CDC1 3 ): 8 (ppm) 8.23 (d, 1H), 7.55 (d, 1H), 6.96 (d, 1H), 6.82 (d, 1H), 6.61 (d, 1H), 
6.28(d, 1H), 4.89 (d, 1H), 4.42 (m, 1H), 2.11 (br d, 2H), 1.52 (br s, 3H, NH2/NH), 1.40 (s, 6H), 
1.32 (s, 6H), 1.20 (s, 6H), 1.05 (br t, 2H). 

Example 33 

f4-r5-(3-Amino-3-memvl-bnt^ 
4-y1)-amine 




{4-[5-(3-Armno-3-memyl-but-l-ynyl)-thiophen-2-yl]-pyrin^ 
tetramemyl-piperidln-4-yl)-ainine (Example 5, 100 mg, 0.252 mmol) in MeOH (100 ml) was 
hydrogenated over Pd/C (10%, 50 mg) at 1 atm for 2 hours. The reaction mixture was filtered, 
evaporated to dryness and purified via chromatography on silicagel (DCM/MeOH/ammonia : 
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95/5/1 to 90/10/1) to give the title compound as colorless solid, which crystallized from ether. 
Yield: 20 mg (20%). 
MS (ESI): 402 [M+H] + 

'H-NMR (CDC1 3 ): 8 (ppm) 8.21 (d, 1H), 7.52 (d, 1H), 6.84 (d, 1H), 6.80 (d, 1H), 4.87 (d, 1H, 
NH), 4.40 (m, 1H), 2.93 (m, 2H), 2.12 (br d, 2H), 1.81 (m, 2H), 1.52 (br s, 3H, NH2/NH), 1.39 
(s, 6H), 1.20 (s, 12H), 1.03 (br t , 2H). 

Example 34 

2- Memvl^(5-r2-r2.2.6.6-tetramethvl-piperidin-4-vlamino Vpvrimidin 

3- vn-2-ol 



{4-[5-BromotWophen-2-yl]-pyrimidin-2-yl}-(2,2,6,6-tetramethyl-piperimn^ 
described in Example 5, (300 mg, 0.76 mmol), PdCl 2 (PPh 3 )2 (18 mg, 0.025 mmol), 2-methyl- 
but-3-yn-2-ol (0.3 ml, 2.53 mmol) and Cul (15 mg) were dissolved in triethylamine (25 ml) and 
refluxed for 1 hour. The reaction mixture was evaporated, taken up in water and extracted 3 
times with TBME. The combined organic phases were dried over sodium sulfate, filtered, and 
purified via chromatography on silicagel (DCM/MeOH/ammonia : 95/5/1 to 90/10/1) to give the 
title compound as white solid, which was crystallized as HCl-salt from EtOH/HCl. Yield: 150 
mg (32%). 

MS (ESI): 399 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.98 (br s 1H, NH), 8.37 (d, 1H), 7.88 (d, 1H), 7.32 (d, 1H), 7.17 
(d, 1H), 4.32 (m, 1H), 2.05 (br d, 2H), 1.53 (m, 3H), 1.48 (s, 12H), 1.42 (s, 6H). 
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Example 35 



{4-r5-G-RS-Methvl-piperazin-l-vlV^ 
piperidin-4-vlVamine 



{4-[5-Bromothiophen-2-yl]-pyrimidin-2-yl}-(2,2,6,6-teti^ethyl-piperidin 
(Step C of Example 5, 395 mg, 1 mmol), Pd(OAc>2 (20 mg), R-(+)-BINAP (20 mg), 2- 
methylpiperazine (500 mg, 5 mmol) and NaOtBu (400 mg, 4 mmol) were dissolved in 1,4- 
dioxan (6 ml) and refluxed for 3 hours. The reaction mixture was poured on water and extracted 
3 times with EtOAc. The combined organic phases were dried over sodium sulfate, filtered 
through a bed of silicagel (TBME/MeOH/ammonia : 90/10/1) and purified via preparative HPLC 
to give the title compound as yellow crystals. Yield: 10 mg (2%). 
MS (ESI) : 415 [M+H] + 

1 H-NMR (CDC1 3 ): 5 (ppm) 8.12 (d, 1H), 7.43 (d, 1H), 6.73 (d,TH), 6.10 (d, 1H), 4.88 (br d, 1H), 
4.45 (m, 1H), 3.48 (br d, 2H), 2.90-3.17 (m, 5H), 2.59 (br t, 1H), 2.13 (br d, 2H), 1.41-1.79 (m, 
14H), 1.18 (d,3H). 

Example 36 

5-r2-(2.2.6.6-Tetramemvl-piperidm^ amide 



To a degassed suspension of 5-bromo-thiophene-2-sulfonic acid amide (500 mg, 2.07 
mmol) in 10 ml toluene were added bis(dibenzylideneacetone)palladium (47 mg, 0.083 mmol), 





Step A: 5-Trimethvlstannanvl-thiophene-2-sulfonic acid amide 
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triphenylphosphine (87 mg, 0.33 mmol) and hexamethyldistannane (81.2 mg, 2.48 mmol). The 
mixture was stirred at 120 °C for 2 hours. The reaction mixture was filtered through Celite, 
washed with water, dried and concentrated. The residue was purified by chromatography on 
silica gel (cyclohexane/EtOAc : 2/1). Yield: 190 mg (28%). 

Example 37 

5-r2-(2.2.6.6-Tetramemvl-n^ 
f(SVl-carbamovl-2-pheP Y T -^ th y T )- aTnMe 



Step A: 5-r2-(2.2.6.6-TetrameAvl-piperidin-4-vla^ 
acid ethvl ester 



Thiophene-2-carboxylic acid ester (5.0 g, 32.0 mmol), LDA (1.6M in THF, 22.0 ml, 35 
mmol), trimethylborate (6.65 g, 64 mmol) and (4-chloro-pyriniidin-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine (8.33 g, 31.0 mmol) were reacted following the procedure given in Step C 
of Example 3 to give 4.93 g (12.7 mmol, 41%) product as a pale yellow solid. 
MS (ESI): 389 [M+H] + 

*H NMR (DMSO-de) 8 (ppm): 8.38 (d, 1H), 7.95 (d, 1H), 7.82 (d, 1H), 7.23-7.30 (m, 1H), 7.16 
(d, 1H), 4.32 (q, 2H), 4.20-4.30 (m, 1H), 1.70-1.90 (m, 2H), 1.32 (t, 3H), 1.28 (br s, 6H), 1.08- 
1.25 (m,2H), 1.07 (s,6H). 
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Step B : 5-f2-f 2.2.6.6-Tetramethvl-piperidin-4-YlaminoVpvrimidin^-vn-tMop^ 
acid 



5-[2-(2,2,6,6-Tetramemyl-piperidin-4-yla^ 
acid ethyl ester (4.90 g, 12.6 mmol) were dissolved in methanol (50 ml). After addition of 
sodium hydroxide (31 ml of a 40% solution) the mixture was stirred at room temperature 
overnight. The reaction mixture was acidified using IN HC1 and the product was collected by 
filtration (4.50 g, 12.5 mmol). 
MS (ESI): 361 |M+H) + 

'H NMR (DMSO-d6, 120 °C) 8 (ppm): 8.29 (d, 1H), 7.70 (d, 1H), 7.49 (d, 1H), 6.95 (d, 1H), 
6.32-6.38 (m, 1H), 4.30-4.41 (m, 1H), 1.94 (dd, 2H), 1.33 (s, 6H), 1.21 (dd, 2H), 1.14 (s, 6H). 

StepC: 5-r2-(2.2.6.6-Tetramemvl-piperidin-4-vlannnoVpvrinudin-4^ 
acid ((SVl-carbamovl-2-phenvl-ethvl)-amide 

5-[2-(2,2,6,6-Tetramemyl-piperidin-4-ylarm^ 
acid (100 mg, 0.28 mmol) and phenylalanin amide (50.1 mg, 0.31 mmol) was disolved in 5ml 
dimethylformamide. After Addition of diisopropyl ethylamine (48 pi, 0.28 mmol) and HATU 
(105 mg, 0.28 mmol) the mixture was stirred at room temperature overnight. Ethylacetate (100 
ml) was added and the solution was washed with NaHCC>3, water and brine. The crude product 
was further purified by HPLC to give 84 mg (0.166 mmol, 60%) of pure product. 
MS (ESI): 507 \M+H} + 

*H NMR (DMSO-de, 120 °C) 5 (ppm): 8.37 (d, 1H), 8.05 (d, 1H), 7.79 (d, 1H), 7.74 (d, 1H), 
7.16-7.38 (m, 5H), 7.07 (d, 1H), 6.88 (br s, 2H), 4.67-4.75 (m, 1H), 4.30-4.47 (m, 1H), 3.24 (dd, 
1H), 3.06 (dd, 1H), 2.10-2.18 (m, 2H), 1.60-1.7 (m, 2H), 1.56 (s, 6H, 1.46 (s, 6H). 

The following compounds (Example 38 to Example 43c) were prepared analogous to 
Step C of Example 37, using 5-[2-(2,2,6,6-tetrame%l-piperidln-4-ylarmno)-pyriniidin-4-yl]- 
thiophene-2-carboxylic acid and the appropriate amines. 




HO 
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Example 38 



(SV3-Phenvl-2-(15-r2-(2.2.6.6-tetramemvl-piperi^ 
carbonvll-aniinoVpropionic acid methyl ester 



MS (ESI): 522 [M+H] + 

*H NMR (DMSO-dg) 5 (ppm): 9.05 (d, 1H), 8.39 (d, 1H), 7.93 (d, 1H), 7.88 (d, 1H), 7.20-735 
(m, 6H),7.16 (d, 1H), 4.61-4.70 (m, 1H), 4.25-4.37 (m, 1H), 3.68 (s, 3H), 3.20 (dd, 1H), 3.10 
(dd, 1H), 1.90-2.06 (m, 4H), 1.46 (br s, 6H), 1.32 (br s, 6H). 

Example 39 

mV3-Phenvl-2-a5-r2-f2.2.6.6-tetramethvl-piperidin-4-vlaminoVpvri mi^ 
carbonvll-aminoVpropionic acid methvl ester 



Spectroscopic data are identical to those of the enantiomer given in Example 38. 

Example 40 

2-Benzvl-l-f5-r2-q.2.6.6-tetramethvl-piperia^ 
carbonyl ) -piperidin-4-one 
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MS (ESI): 532 [M+H] + 

J H NMR (DMSO-d^) 8 (ppm): 8.33 (d, 1H), 7.84 (d, 1H), 7.15-7.31 (m, 8H), 7.10 (d, 1H), 4.95- 
5.05 (m, 1H), 4.38-4.45 (m, 1H), 4.20-4.32 (m, 1H), 3.60-3.72 (m, 1H), 2.95 (dd, 1H), 2.82-2.90 
(m, 2H), 2.63-2.74 (m, 1H), 2.30-2.40 (m, 2H), 1.72-1.85 (m, 2H), 1.26 (br s, 6H), 1.17-1.25 (m, 
2H), 1.06 (s, 6H). 

Example 41 

l-(5-r2-(2.2.6.6-Teti^ethvl-piperidin^ 
piperidine-4-carboxylic acid isopropvlamide 




MS (ESI): 513 [M+H] + 

*H NMR (DMSO-dg) 5 (ppm): 8.24 (d, 1H), 7.87 (d, 1H), 7.68 (d, 1H), 7.42 (d, 1H), 7.15-7.22 
(m, 1H), 7.12 (d, 1H), 4.20-4.34 (m, 4H), 3.84 (sept, 1H), 2.98-3.10 (m, 1H), 2.35-2.46 (m, 1H), 
1.72-1.88 (m, 4H), 1.50-1.64 (m, 2H), 1.28 (br s, 6H), 1.10-1.25 (m, 2H), 1.06 (d, 6H), 1.06 (s, 
6H). 

Example 42 

Biphenvl-4-vl-ff5-r2-f2.2.6.6-tetramemvl-piTCridin-4-vlaniinoVpvri 
carbonvD-aminoVacetic acid methyl ester 




MS (ESI): 584 [M+H] + 



4-33165P1 



58- 



l H NMR (DMSO-de) 5 (ppm): 9.48 (br s, 1H), 9.42 (d, 1H). 8.39 (br s, 1H), 8.07 (d, 1H), 7.95 
(d, 1H), 7.72 (d, 2H), 7.68 (d, 2H), 7.57 (d, 2H), 7.48 (t, 2H), 7.39 (t, 1H), 7.17 (d, 1H), 5.70 (d, 
1H), 4.26-4.38 (m, 1H), 3.70 (s, 3H), 1.92-2.08 (m, 2H), 1.55-1.64 (m, 2H), 1.55 (s,.6H), 1.45 (s, 
6H). 



Example 43a 

(2S4RV4-Hvdroxv-l-l5-r2-r2.2.6.6-tetr^ 
thiophene-2-carhonvl>-pvrrolidine-2-carboxv1 i^ acid henzvl ester 




MS (ESI): 564 [M+H] + 

J H NMR (DMSO-ds) 5 (ppm): 8.39 (d, 1H), 7.96 (d, 1H), 7.70 (d, 1H), 7.58 (br s, 1H), 7.30-7.40 
(m, 5H), 7.23 (d, 1H), 5.11-5.30 (m, 4H), 4.64 (t, 1H), 4.43 (br s, 1H), 4.04 (dd, 1H), 2.18-2.27 
(m, 1H), 1.94-2.08 (m, 3H), 1.54 (s, 6H), 1.44-1.52 (m, 2H), 1.40 (s, 6H). 



Example 43b 

5-r2-(2.2.6.6-TetrameAvl-pmeridm 
phenethvl-amide 




MS (ESf): 464 [M*H] + 
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J H-NMR (DMSO-d6): 8 (ppm) 8.71 (t, 1H), 8.34 (s, 1H), 7.89 (d, 1H), 7.75 (d, 1H), 7.46-7.20 
(m, 5H), 7.08 (d, 1H), 4.34-4.22 (m, 1H), 3.48 (q, 2H), 2.87 (t, 2H), 1.87-1.73 (m, 2H), 1.28 (s, 
6H), 1.25-1.08 (m, 3H), 1.06 (s, 6H). . 

Example 43c 

r4-(lH-Indol-3-viypiTOridin-l-vlV^ 
yn-thiophen-2-vl )-methanone 




MS (ESI*): 543 [M+H] + 

^-NMR (DMSO-ds) 8 (ppm) 10.85 (s, 1H), 8.34 (s, 1H), 7.89 (d, 1H), 7.62 (d, 1H), 7.47 (d, 
1H), 7.36 (d, 1H), 7.20-6.96 (m, 5H), 4.47-4.22 (m, 3H), 3.28-3.12 (m, 3H), 2.13-2.04 (m, 2H), 
1.86-1.64 (m, 4H), 1.26 (s, 6H), 1.20-1.07 (m, 2H), 1.05 (s, 6H). 

Example 44 

(4-r2.21BitHopherivl-5-vl-5-methvl-^^ 

<VW- 

The title compound was prepared analogous to Method A, starting from 
[2£Tbithiophenyl, 2,4-dicWoro-5-memyl-pyrimidine and 4-arnino-2,2,6,6-tetramethylpiperidine. 
MS (ESI): 413 [M+H] + 

*H-NMR (DMSO-de) 5 (ppm) 8.17 (s, 1H), 7.61 (d, 1H), 7.56 (d, 1H), 7.38 (d, 1H), 7.35 (br d, 
1H), 7.13 (dd, 1H), 2.90 (m, 1H), 2.33 (s, 3H), 1.58 (dd, 2H), 1.08 ( br s, 6H), 1.04 (br s, 6H), 
0.74 (t, 2H). 
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Kxample45 

5-vU-ethanone 




The title compound was prepared analogous to Method A, starting from 1- 
[2,2']bithiophenyl-5-yl-ethanone, 2,4-dicWoro-5-memyl-pyrimidine and 4-amino-2,2,6,6- 
tetramethylpiperidine. 
MS (ESI): 455 [M+H] + 

>H-NMR (DMSO-ds) 8 (ppm) 8.20 (br s, 1H), 7.93 (d, 1H), 7.65 (d, 1H), 7.61 (d, 1H), 7.47 (br t, 
1H), 4.20 (m, 1H), 2.54 (s, 3H), 2.33 (s, 3H), 1.88 (m, 2H), 1.21 (br t, 2H), 1.07 (br s, 12H). 

Example 46 

pi peridin-4-vlVamine 
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Step A: l-(5'-r5-methvl-2-(2,2.6.6-tetr^ 
r2,2nbithiophenvl-5-vl 1 -ethanone.O-methvl-oxime 




— o 



O-Methylhydroxylamine hydrocWoride (122mg, l.Smmol) was added to l-{5-[5-methyl- 
2-(2,2,6,6-tetramethyl-piperirt^ 

Example 45, (102 mg, 0.22 mmol) in MeOH (25 mL) and the reaction was heated at 80 °C for 3 
hours then allowed to cool to room temperature. 2N-NaOH was added and the solution was 
evaporated under reduced pressure. Water was added, the aqueous layer was extracted with. 
EtOAc and the organic layer was evaporated under reduced pressure. Hie crude residue was 
purified by chromatography on silicagel (1% ammonia, 5-15% MeOH in EtOAc) to give l-{5- 
[5-methyl-2-(2,2,6,6-tetram 
ethanone.O-methyl-oxime. Yield: 97 mg (91%). 

Step B: f 4-r5 , -Q-Amino-ethvlVr2.21bit^^ 
tetramethvl-piperidin-4-vlVamine 

Borane (1M in THF, 0.18 ml, 0.18 mmol) was added dropwise to a solution of l-{5-[5- 
methyl-2-(2,2,6,6-tetramethyl^ 

ethanone.O-methyl-oxime (43 mg, 0.09 mmol) in THF (2 mL).The reaction was heated at 80 °C 
for 18 hours. Another portion of borane (0.18 mL, 0.18 mmol) was added and heating was 
continued for 3 hours. The reaction mixture was allowed to cool to room temperature and was 
concentrated under reduced pressure. A mixture of 1N-HC1 (2 mL) and isopropanol (2 mL) was 
added dropwise and the mixture was heated at 85 °C for 4 hours, allowed to cool to room 
temperature, and concentrated under reduced pressure. Water was added to the residue and the 
pH was adjusted to 12 with lN-NaOH. The mixture was extracted with DCM and the organic 
extract was concentrated under reduced pressure. The crude residue was purified by 
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chromatography on silicagel (1% ammonia, 9% MeOH in DCM) to give (4-[5'-(l-Amino-ethyl)- 

Yield: 39 mg (95%). 
MS (ESI): 456 [M+H] + 

>H-NMR (DMSO-d.) 8 (ppm) 8.20 (br s, 1H), 7.93 (d, 1H), 7.67 (d, 1H), 7.61 (d, 1H), 7.47 (br 
m, 1H), 4.20 (m, 1H), 2.53 (s, 3H), 2.34 (s, 3H), 1.87 (br m, 2H), 1.35 ( br s, 6H), 1.31 (br m, 
2H), 1.22(brs,6H). 



f S-Bromo-4-(4 J -6.7-tetrahs 
p i peridin-4- v1Vamine 



F.xample 47 

^Tmthinphen-^-pvrimidin-2-vn-r? ?. 6 6-tetramethyl- 




Compound of Example 96 (83 mg, 0,23 mmol) was dissolved in 3ml acetic acid/water 
1/1 and cooled to 0 °C and 12 fil (0.23 mmol) bromine dissolved in 2ml acetic acid/water 1/1 was 
added dropwise. This mixture was stirred for 1 hour at 0 °C and was then poured to 20 ml water, 
the P H was adjusted to 14 by addition of 2N-NaOH and afterwards extracted with EtOAc. The 
crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : 9/1/0.1). Yield: 70 
mg (70%). 

MS (EST): 449 [M+H] + 

1 H-NMR (DMSO-d*): 5 (ppm) 8.40 (s, 1H), 8.00 (s, 1H), 7.35-7.25 (m, 1NH), 4.30^.15 (m, 
1H), 2.80-2.70 (m, 2H), 2.65-2.55 (m, 2H), 1.95-1.70 (m, 6H), 1.35-1.00 (m, 14H). 
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Example 48 

N-£2 z lH5 z Bromo I 2 z (2 J 2 1 6^^ 
ethvlVacetamide 



Compound of Example 101 was brominated analogous to Example 47 
MS (ESI): 480 [M+H] + 

^-NMR (DMSO-dg): 5 (ppm) 8.40 (m, 1H), 8.15 (m, 1H), 8.00 (m, 1NH), 7.35 (m, 1NH), 7.00 
(m, 1H), 4.25-4.10 (m, lH),3.35-3.25 (m, 2H), 2.95-2.85 (m, 2H), 1.90-1.80 (m, 5H), 1.35-1.05 
(m,14H). 

Example 49 

l4-r5-(2-A^inn-ftthv1Vmiophen-2-vl1-5-bromo-pvriimdin-2-vn-(2.2.6.6 -tetr^ 
vlVamine 



Compound of Example 95 was brominated analogous to Example 47 
MS (ESI): 438.2 [M+H] + 

•H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.40 (s, 1H), 8.15 (d, 1H), 7.10 (d, 1H), 4.35-4.25 (m, 
1H), 3.35 (t, 2H), 3.15 (t, 2H), 2.05-2.00 (m, 2H), 1.80-1.70 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H). 




o 
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Example 50 

pi peridin-4-vlVamine 

Compound of Example 102 was brominated analogous to Example 47 
MS (EI) : 467 [M+] 

'H-NMR (DMSO-ds): 8 (ppm) 8.45 (m, 1H), 8.15 (m, 1H), 7.10 (d, 1H), 4.30-4.20 (m, 1H), 
3.45-3.35 (m, 4H0, 2.80 (m, 6H), 2.05-1.95 (m, 2H), 1.60-1.40 (m, 14H). 



Example 51 

l = £4^5 J j2 jr a^6 J1 Ig^m 
ethanone O -methvl-oxime 




O-N 



Compound of Example 103 (421 mg, 0.97 mmol) was dissolved in 5 ml of MeOH, then 
O-methylhydroxylamine hydrochloride (174 mg, 2.1 mmol) was added. This mixture was 
refluxed for 3 hours and then evaporated. The residue was dissolved in 50 ml water and basified 
with 2N NaOH solution and afterwards extracted with EtOAc. The crude was purified by 
chromatography on silicagel (D<3M/MeOH/ammonia : 9/1/0.1). Yield: 426 mg (95 %). 
MS (ESI): 464.5 [M+H] + 

'H-NMR (DMSO-d* 120 °C): 8 (ppm) 8.30 (d,lH), 7.85 (d, 1H), 7.75-7.65 (m, 4H), 7.55 (d, 
1H), 6.95 (d, 1H), 6.65-6.60 (m, 1NH), 4.35-4.25 (m, 1H), 3.95 (s, 3H), 2.20 (s, 3H), 1.90-1.85 
(m, 2H), 1.30 (s, 6H), 1.15-1.10 (m, 2H), 1.05 (s, 6H). 
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Example 52 

(4.(5.r4-((ZV1-Memvl-propenviyphenvl% 
piperidin-4-vlVamine 




Ethyltriphenylphosphonium bromide + sodium amide (0.5 g, 1.2 mmol) was suspended in 
2 ml of TED? and 130 mg (0.3 mmol) of compound of Example 103 were added. This mixture 
was stirred at room temperature for 2 hours and then poured on saturated ammonium chloride 
solution and afterwards extracted with EtOAc. The crude was purified by chromatography on 
silicagel (DCM/MeOH/ammonia : 95/5/0.5). Yield: 68 mg (50 %). 
MS (ESI): 447 [M+H] + 

'H-NMR (DMSO-ds, 120 °C): 8 (ppm) 8.30 (m, 1H), 7.80 (m, 1H), 7.65 (d, 2H), 7.50 (d, 1H), 
7.45 (d, 2H), 6.95 (d, 1H), 4.35-4.20 (m, 1H), 2.05 (s, 3H), 1.90-1.85 (m, 2H), 1.80 (d, 3H), 1.30 
(s, 6H), 1.25-1.10 (m, 2H), 1.10 (s, 6H). 



Example 53 

(4-(5-r4-(l-Amino-ethvn-phenvl1-miophen-2-vll-Pvrimidin -2-vlV(2.2.6.6-tetr^ 
4-ylVamine 




Compound of Example 51 (366 mg, 0.79 mmol) was dissolved in 20 ml THF and 0.35 ml 
of LAH (-2.3 M suspension in THF) added dropwise at room temperature. Afterwards this 
mixture was stirred for 2 hours at 60 °C. After cooling to room temperature 40 ml of saturated 
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sodium sulfate solution was added and stirred for 15 minutes. The title compound was isolated 
by extraction with EtOAc and purified by chromatography on silicagel (DCM/MeOH/ammonia : 
95/5/0.5). Yield: 160 mg (47 %). 
MS (EST): 436 [M+H] + 

1 H-NMR (DMSO-dg, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.75 (d, 2H), 7.65 (d, 2H), 
7.55 (d, 1H), 7.05 (d, 1H), 4.45-4.35 (m, 2H), 2.10-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.65-1.60 
(m, 9H), 1.55 (s, 6H). 

Example 54 

r5-Bromo-4-(5-chloro-thiophen-2-vlVpv^ 



Compound of Example 105 was brominated analogous to Example 47 
MS (ESI): 431 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.45 (m, 1H), 8.15 (m, 1H), 7.30 (m, ITT), 4.30-4.10 (m, 1H), 
1.90-1.70 (m, 2H), 1.35-1.05 (m, 14H). 

Example 55 

4-(5-r5-Bromo-2-Q.2.6.6-tetrameth^ 
butyric acid methyl ester 




ct 




o 



/ 



Compound of Example 106 was brominated analogous to Example 47. 
MS (EST): 497 [M+Hf 
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J H-NMR (DMSO-d6): 8 (ppm) 8.40 (m, 1H), 8.15 (m, 1H), 6.95 (m, 1H), 4.30-4.15 (m, 1H), 



2.90.(t, 2H), 2.40 (t, 2H), 1.95 1,75 (m, 4H),. 1.35-1.05 (m, 14H). 

Example 56 

4-(5-r5-Bromo-2-(2.2.6.6-tetramethvl-p^ 



Compound of Example 116 was brominated analogous to Example 47 
MS (ESI): 467 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.35 (s, 1H), 8.10 (d, 1H), 6.95 (d, 1H), 6.60-6.55 (m, 
1NH), 4.30-4.20 (m, 1H), 3.90-3.80 (m, lOH), 3.50-3.45 (m, 2H), 2.90 (t, 2H), 1.95-1.85 (m, 
2H), 1.80-1.70 (q, 2H), 1.60-1.50 (q, 2H), 1.30(s, 6H), 1.25-1.15 (m, 2H), 1.10 (s, 6H). 

Example 57 

(4-r5 , -(l-Aroino-emvlVr2.21bitMophenvl-5-vl1-pvriroidin-2-vn-f2. 2.6.6-tetra^ 
vlVamine 



The title compound was prepared from Example 1 12 by O-methyloxime formation 
followed by LAH reduction analogous to Example 51 and Example 53. 
MS (ESI): 443 [M+H] + 



butan-l-ol 




OH 
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1 H-NMR (DMSO-dfi, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.35 (d, 1H), 7.30 (s, 2H), 
7.05 (d, 1H), 4.45-4.35 (m, 1H), 3.20-3.10 (m, 1H), 2.15-2.10 (m, 2H), 1.75-1.65 (m, 5H), 1.60 
(s, 6H), 1.50 (s, 6H). 



Example 58 

<4-r5-G-Aimn<raetlwl-Dh^ 
ylVamine 




Compound of Example 119 was reduced analogous to Example 1621 
MS (ESI): 422 [M+Hf 

^-NMR (DMSO-de, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.90 (m, 1H), 7.85 (d, 1H), 7.70-7.60 (m, 
1H), 7.55 (d, 1H), 7.45 (m, 1H), 7.05 (d, 1H), 4.45-4.35 (m, 1H), 3.55-3.45 (m, 2H), 2.15-2.05 
(m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 



Example 59 

f4-r5-(4-Dimemvlaminomethvl-phenvl V thiophen-2-vn-pvrimidin-2-vl)-(2,2,6,^ 
piperidin-4-vlVamine 




Compound of Example 133 (64 mg, 0.15 mmol) was dissolved in 3 ml MeOH/acetic acid 
(93/7), then 9 mg (0.3 mmol) formaldehyde solution 37% followed by 22 mg (03 mmol) sodium 
cyanoborohydiidc were added. This mixture was stirred at room temperature for 2 hours. 
Afterwards 2 ml 2N hdrochloric acid were added and 20 minutes stirred at room temperature. 
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After addition of 40% NaOH to basify the solution, the title compound was extracted with 
EtOAc. The crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : 
95/5/0.5). Yield: 56 mg (80 %). 
MS (ESI): 450.1 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.75-7.65 (m, 4H), 7.60 (d, 
1H), 7.05 (d, 1H), 4.45-4.35 (m, 1H), 4.30 (s, 2H), 2.75 (s, 6H), 2.15-2.05 (m, 2H), 1.75-1.65 (m, 
2H), 1.60 (s, 6H), 1.50 (s, 6H). 

Example 60 

(4-(5-rf2-Piperidjn-l-vl-emvlamino^-memvll-tmophen-2-vll-pvrimidin-2 -v^^ 
tetramethvl-piperidin-4-vlVamine 

Dess-Martin reagent (16.3 g, 37 mmol) was suspended in 100 ml of DCM and at room 
temperature compound of Example 114 suspended in 100 ml DCM was quickly added. Stirring 
was continued for 2 hours at room temperature. Then the reaction was poured on ice/150 ml IN 
sodium bicarbonate solution/150 ml 10% sodium bisulfite solution. The solution was basified 
with 40% NaOH and extracted with DCM. The crude aldehyde was used directly together with 1- 
(2-Aminoethyl)-piperidine for the reductive amination step analogous to the procedure used in 
Example 59. Yield: 62%. 
MS (ESI): 457 [M+H] + 

'H-NMR (DMSO-d6, 120 °C),: 8 (ppm) 8.35 (d, 1H), 7.90 (d, 1H), 7.50 (d, 1H), 7.15 (d, 1H), 
4.50 (s, 2H), 4.45-4.35 (m, 1H), 3.55-3.45 (m, 4H), 3.30-3.00 (m, 4H), 2.10-2.05 (m,2H), 1.90- 
1.80 (m, 4H), 1.75-166 (m, 2H), 1.65-1.55 (m, 8H), 1.50 (s, 6H). 
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Example 61 



r4-^-frMethvl-r-pTeTidin-l-vl-ethv1Vaimno 1 -Tnethvn-th^ 
tetrametfivT-piperidin- 4-vlVamine 



Compound of Example 60 was N-methylated using an analogous protocol to Example 
MS (ESI): 471 [M+Hf 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.45 (d, 1H), 7.10 (d, 1H), 
4.50-4.35 (m, 3H), 3.50 (m, 4H), 3.25-3.15 (m, 4H), 2.70 (s, 3H), 2.10-2.05 (m, 2H), 1.95-1.8 
(m, 4H), 1.80-1.70 (m, 2H), 1.65-1.60 (m, 8H), 1.55 (s, 6H). 



2_M e thvl-5-(5-r7.-(2-2.6.6-te^ 
pentan-2-ol 



The title compound was prepared analogous to Step A of Method A, starting with 
compound from Example 106. 
MS (ESI): 417 [M+Hf 



1H-NMR (DMSO-ds): 8 (ppm) 8.30 (m, 1H), 7.85 (m, 1H), 7.15 (m, 1H), 6.95 (m, 1H), 4, 
4.35 (m, lH),2.85-2.80 (t, 2H), 2.10-1.95 (m, 2H), 1.75-1.40 (m, 18H), 1.05 (s, 6H). 




Fvam ple 62 
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Example 63 

l4-r5-(2-Isopropvlamino-ethvlVthiophen-2-vl1-pvrimidin-2-vl)-(2.2.6.6-tetram 
vlt-amine 




The title ompound was prepared from Example 96 by reductive animation analogous to 
Example 59. 



'H-NMR (DMSO-d6,120 °C): 5 (ppm) 8.30 (d, 1H), 7.75 (d, 1H), 7.10 (d, 1H), 7.00 (d, 1H), 
4.45-4.35 (m, 1H), 3.50-3.42 (m, 1H), 3.40-3.35 (m, 2H), 3.25-3.15 (m, 2H), 2.10-2.05 (m, 2H), 
1.80-1.70 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H), 1.35 (d, 6H). 

Example 64 

N-(2-l5-r2-(2.2.6.6-Tetram emvl^ 
methanesulfonamide 



Compound of Example 95 (90 mg, 0.25 mmol) was dissolved in 10 ml THF and 0.2 ml 
triethylamine and 22 /til (0.28 mmol) methansulfochloride were added. This mixture was stirred 
for 2 hours at room temperature. Afterwards the solution was diluted with 100 ml water and 
extracted with EtOAc. The crude was purified by chromatography on silicagel 
(DCM/MeOH/ammonia : 9/1/0.1). Yield: 60 mg (55 %). 
MS (ESI): 438 [M+HJ + 



MS (ESI): 402 [M+H] + 
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'H-NMR (DMSO-d* 120 °C): 5 (ppm) 8.30 (d, 1H), 7.70 (d, 1H), 7.00 (m, 2H), 4.45-4.35 (m, 
1H), 3.30 (t, 2H), 3.05 (t, 2H), 2.90 (s, 3H), 2.10-2.00 (m, 2H), 1.75-1.65 (m, 2H), 1.60 (s, 6H), 
1.50 (s, 6H). 

Example 65 




Compound of Example 95 (90 mg, 0.25 mmol) was dissolved in 10 ml water and 0.5 ml 
IN hydrochloric acid and 32 mg (0.5 mmol) sodium cyanate were added. This mixture was 
stirred at 50 °C for 16 hours. Afterwards the solution was basified with 40% NaOH and extracted 
with EtOAc. The crude was purified by chromatography on silicagel (DCM^eOH/ammonia : 
9/1/0.1). Yield: 70 mg (70 %). 
MS (ESI): 403 [M+H] + 

'H-NMR (DMSO-d*, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.70 (d, 1H), 7.00 (d, 1H), 6.95 (d, 1H), 
4.45-4.35 (m, 1H), 3.35 (t, 2H), 3.00 (t, 2H), 2.10-2.00 (m, 2H), 1.75-1.65 (m, 2H), 1.60 (s, 6H), 
1.50 (s, 6H). 

Example 66 
^thvl-nmeridin-4-vlamin^^ 




The title compound was prepared starting with compound from Example 132 using an 
analogous procedure as in Example 65. 
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MS (ESI): 389 [M+H] + 

1 H-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 7.70 (d, 1H), 7-05-7.00 (m, 1NH+2H), 6.55-6.50 
(m, 1NH), 5.65-5.55 (m, 2NH), 4.35 (d, 2H), 4.30-4.20 (m, 1H), 1.90-1.70 (m, 2H), 1.35-1.05 
(m, 14H). 

Example 67 

N-J5-r2-(2.2.6.6-Tetramethvl-pipe^ 
methanesn lfnnami de 



The title compound was prepared starting with compound from Example 132 using an 
analogous procedure as in Example 64. 



MS (ESI): 424 [M+H] + 

l H-NMR (DMSO-de): 5 (ppm) 8.25 (m, 1H), 7.70 (d, 1H), 7.05 (d, 1H), 6.95 (d, 1H), 4.40-4.35 
(m, 2H), 4.30-4.20 (m, 1H), 2.90 (s, 3H), 1.85-1.75 (m, 2H), 1.35-1.05 (m, 14H). 



N-15'-r2-(2.2.6.6-Tetramethvl-pir)erifln^ 
vlmethvl )-methanesulfonamide 



The title compound was prepared starting with compound from Example 68 using an 
analogous procedure as in Example 64. 




of 



Example 68 




MS (ESI): 506 [M+H] + 
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'H-NMR (DMSO-de): 8 (ppm) 8.35 (d, 1H), 7.95 (m, 1H), 7.80 (t, 1NH), 7.45 (m, 1H), 7.30 (m, 
1H), 7.25 (m, 1H), 7.05 (m, 1H), 4.45-4.35 (m, 3H), 2.90 (s, 3H), 2.15-2.00 (m, 2H), 1.65-1.45 
(m, 14H). 

Example 69 

r4-r5'-Dimethv1aminomethvl-r2.^^^ 
piperidin-4-vlVamine 




The title compound was prepared from Example 68 by reductive animation analogous to 
Example 59. 
MS (ESI): 456 [M+H] + 

^-NMR (DMSO-ds): 5 (ppm) 8.35 (d, 1H), 7.95 (d, 1H), 7.45 (d, 1H), 7.40 (d, 1H), 7.35 (d, 
1H), 7.15 (d, 1H), 4.55 (s, 2H), 4.35-4.25 (m, 1H), 2.75 (m, 6H), 2.15-2.00 (m, 2H), 1.65-1.45 
(m, 14H). 

Example 70 

f5'-r2-(2.2.6.6-Tetramethvl-niperi 
ylmethyl}-urea 
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The titie compound was prepared starting with compound from Example 68 using an 



MS (ESI): 471 [M+H] + 

! H-NMR (DMSO-de): 8 (ppm) 8.35 (m, 1H), 7.85 (d, 1H), 7.30 (d, 1H), 7.15 (m, 1H), 7.05 (d, 
1H), 6.95 (d, 1H), 6.55 (t, 1NH), 5.60 (s, 2NH), 4.35 (d, 2H), 4-35-4.20 (m, 1H), 1.90-1.70 (m, 
2H), 1.35-1.05 (m, 14H). 

Example 71 

2-Memoxv-N-f5'-r2-(2.2.6.6-tetramemvl-pfo^ 
r2.21bithiophenvl-5-vlmetfavl)-acetamide 



Compound of Example 68 (133 mg, 0.31 mmol) was dissolved in 7 ml THF and 0.2 ml 
triethylamine and 37 mg (0.35 mmol) methoxyacetylcWoride added. This mixture was stirred at 
room temperature for 3 hours. Afterwards the solution was evaporated and the crude was purified 
by chromatography on silicagel (DOM/MeOH/ammonia : 95/5/0.5). Yield: 137 mg (88 %). 
MS (ESI): 500 [M+H] + 

! H-NMR (DMSO-dfi): 8 (ppm) 8.55 (t, 1NH), 8.35 (m, 1H), 8.00 (m, 1H), 7.40 (m, 1H), 7.30 (m, 
2H), 6.95 (m, 1H), 4.50-4.30 (m, 3H), 3.85 (s, 2H), 3.30 (s, 3H), 2.15-2.00 (m, 2H), 1.70-1.45 
(m, 14H). 



analogous procedure as in Example 65. 
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Exgmple 72 

3_{3-Methvl-5-P-(2.2.6.6-tetra™e^^ 
propionamide 




Compound of Example 140 was saponified analogous to Step B of Example 37. 180 mg 
(0.41 mmol) of this acid derivative were suspended in 12 ml THF and 0.17 ml triethylamine 
added. The mixture is cooled to -10 °C and 56 mg (0.41 mmol) isobutylchloroformate were 
added. After stirring for 15 minutes at -10 °C, 0. 12 ml ammonia 25% in 5 ml THF were added 
dropwise at -10 °C and stirring continued for 30 minutes at -10 °C. Afterwards this mixture was 
poured to 100 ml water and 40% NaOH added to reach pH~13-14. The title compound was 

isolated by extraction with EtO Ac. The crude was purified by chromatography on silicagel 

(DCM/MeOH/ammonia : 9/1/0.1). Yield: 118 mg (72 %). 

MS (ESI): 402 [M+H] + 

'H-NMR (DMSO-dfi): 8 (ppm) 8.35-8.30 (m, 1H), 7.90-7.80 (m, 1H), 7.45-7.40 (m, 1CONH), 
7.25-7.15 (m, 1H), 6.90-6.85 (m, 1CONH), 4.45-4.35 (m, 1H), 3.00 (t, 2H), 2.40 (t, 2H), 2.20 (s, 
3H), 2.10-2.00 (m, 2H), 1.65-1.40 (m, 14H). 

Example 73 

fAJfU3-Amiiip/^ 
ylVamine 




The title compound was prepared analogous to Example 79a. 
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MS (ESI): [M+H] + 

^-NMR (DMSO-do): 8 (ppm) 8.25 (m, 1H), 7.70 (d, 1H), 6.95 (d, 1H), 6.90 (d, 1H), 4.30-4.20 
(m, 1H), 2.85-2.75 (m, 2H), 1.85-1.75 (m, 2H), 1.60-1.55 (m, 2H), 1.35-1.20 (m, 12H), 1.05 (s, 
6H),0.80(t,6H). 

Example 74 

J4-r5-f2-Methanesulfinvl-eth^ 
vlY-amine 




The title compound was prepared analogous to Steps A to D of Example 76. 
MS (ESI): 407 [M+H] + 

'H-NMR (DMSO-dg, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.75 (m, 1H), 7.05 (d, 1H), 7.00 (d, 1H), 
4.45-4.35 (m, 1H), 3.30 (t, 2H), 3.20-2.95 (m, 2H), 2.60 (s, 3H), 2.15-2.05 (m, 2H), 1.75-1.65 
(m, 2H), 1 .60 (s, 6H), 1 .50 (s, 6H). 

Example 75 

(4-r5-G-Methvlsulfanvl-propvlV^ 
4-vlVamine 



The title compound was prepared analogous to Steps A to C of Example 76. 
MS (ESI): 405 [M+H] + 

1 H-NMR (DMSO-ds, 120 °C): 5 (ppm) 8.25 (d, 1H), 7.65 (d, 1H), 6.95 (m, 2H), 4.40-4.30 (m, 
1H), 2.95 (t, 2H), 2.60 (t, 2H), 2.10 (s, 3H), 2.10-1.95 <m, 4H), 1.50-1.20 (m, 14H). 
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Example 76 

4-vlVamine 




Ste g A: Toluene-A-snlfonic agjd ^ fclMmg^^^ 
4-vn-thioDb ftn-^-vl 1 -hutvlester 




Compound of Example 116 (4.0 g, 10.3 mmol) were dissolved in 80 ml DCM and 2.6 ml 
triethylamine and 5.6 g (29.3 mmol) 4-toluolsulfochloride were added. This mixture was stirred 
over night at room temperature. Afterwards 300 ml of water were added and the mixture was 
extracted with DCM. The crude was purified by chromatography on silicagel 
(DCM/MeOH/ammonia : 9/1/0.1). Yield: 3.0 g (54%). 

Ste pB: <4-r5^4-Tndo-butvlVfr^ 
amine. 




i 
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Compound of Step A (2.8 g, 5.1 mmol) was dissolved in 70 ml acetone and 1.2 g (7.8 
mmol) sodium iodide were added. This« mixture was refluxed for 16 hours. Afterwards the 
mixture was evaporated and the crude iodide derivative was used without further purification. 

Step C: (4-r5-(4-Methvlsulf^ 
piperidin-4-vlVamine. 




Crude compound of Step B (1.4 g, 2.8 mmol) was dissolved in 10 ml MeOH and 0.4 g 
(5.6 mmol) sodiumthiomethylate were added. This mixture was refluxed for 7 hours. After 
evaporation the title compound was purified by chromatography on silicagel 
(DCM/MeOH/ammonia : 9/1/0.1). Yield: 0.82 g (68%). 

Step D: i 4-r5-foIethanesuffinvl-ta^ 
piperidin-4-vlVamine 




Compound of Step C (650 mg, 1.55 mmol) was dissolved in 5 ml TFA and 3 ml DCM. 
At room temperature 79 mg (2.3 mmol) hydroperoxide 30% were added. This mixture was 
stirred at room temperature for 2 hours. Afterwards 10 ml 10% sodium bisulfite solution was 
added and stirring continued for 15 minutes. The solution was basified with 40% NaOH and 
extracted wit EtOAc. The crude was purified by chromatography on silicagel 
(DCM/MeOH/ammonia : 9/1/0.1). Yield: 0.35 g (SO %). 
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Ste p E: (4-r^-f4-Methar ftsn1fonvl-biitYl)-thiophen-2- 
pi peridin-4-vlVamine 



lethvl- 



Compound of Step D (192 mg, 0.43 mmol) was dissolved in 5 ml TFA and 3 ml DCM. 
At room temperature 22 mg (0.64 mmol) hydroperoxide 30% were added. This mixture was 
stirred at room temperature for 4 hours. Afterwards 10 ml 10% sodium bisulfite solution was 
added and stirring continued for 15 minutes. The solution was basified with 40% NaOH and 
extracted wit EtO Ac. The crude was purified by chromatography on silicagel 
(pCM/MeOH/ammonia : 9/1/0.1). Yield: 75 mg (37 %). 
MS (ESI): 451 [M+H] + 

l H-NMR (DMSO-dfi): 5 (ppm) 8.35 (m, 1H), 7.75 (m, 1H), 7.05 (m, 1H), 6.95 (m, 1H), 4.35- 
4.25 (m, 1H), 3.20-3.10 (m, 2H), 2,95 (s, 3H), 2.90-2.85 (m, 2H), 1.80-1.70 (m, 4H), 1.60- 1.00 
(m, 16 H). 

Rxamnle 77 



\-OH 



The tide compound is produced by reduction of compound from Example 144 analogous 

to Example 53. 

MS (ESI): 403 [M+H] + 

'H-NMR (DMSO-d*): 8 (ppm) 8.35 (m, 1H), 7.70 (d, IB). 6.95 (d, 1H), 6.90 (d, 1H), 4.35-4.20 
(m, 1H), 4.10 (m, 1H), 2.95-2.80 (m, 2H), 1.85-1.65 (m, 4H), 1.45-1.35 (m, 2H), 1.35-1.05 (m, 
14H), 0.85 (t,3H). 
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Example 78 

f4-r5-a-Amino-cvcloh exvlemvnvlVtM^ : 
piperidin-4-vT>-aminft 



The title compound was prepared following the procedure given in Example 5. 
MS (ESI): 438 [M+H] + 

'H-NMR (DMSO-dg): 5 (ppm) 8.35 (m, 1H), 7.85 (d, 1H), 7.30 (d, 1H), 7.10 (d, 1H), 4:35-4.20. 
(m, 1H), 1.95-1.80 (m, 4H), 1.70-1.65 (m, 2H), 1.60-1.15 (m, 20H). 

Example 79a 

(4-f5-r2-q-Amino-cvclohexviy^^ 
piperidin-4-vlVamine 



palladium on charcoal 10% were added. Hydrogenation was performed at room temperature and 
1 bar hydrogen pressure for 8 hours. Afterwards the mixture was filtered through Hyflo and 
evaporated. The erode was purified by chromatography on silicagel (DCM/MeOH/ammonia : 
85/15/1.5). Yield: 1.6 g (64 %). 
MS (ESI): 442 [M+H] + 

'H-NMR (DMSO-ds, 120 °Q: 6 (ppm) 8.25 (d, 1H), 7.65 (d, 1H), 6.95 (d, 1H), 6.90 (d, 1H), 
4.40-4.30 (m, 1H), 2.95-2.85 (m, 2H), 1.95-1.90 (m, 2H), 1.80-1.70 (m, 2H), 1.65-1.60 (m, 3H), 
1.50-1.40 (m, 8H), 1.35 (s, 6H), 1.25-1.15 (m, 2H), 1.10 (s, 6H). 





Compound of Example 78 (2.5 g, 5.7 mmol) was dissolved in 200 ml MeOH and 0.8 g 
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Example 79b 

l-(2-f5-r2-(2.2.6.6-Tetramethvl-piperidin-4-vla^ 
cyclobutanol 



Step A: l-( 5-r2-(2.2.6.6-Tetramemvl-piperidfo-4-vlar^ 
vlethvnvl )- cvclobutanol 



ho v 

The title compound was prepared following the procedure given in Example 5. 

StepB: l-(2-{5-r2-(2.2.6.6-Tetramethvl-piperi 
ethvD-cvclobutanol 

The title compound was prepared as described in Example 79a. 
MS (ESI): 415 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.35-8.30 (m, 1H), 7.75 (d, 1H), 7.00-6.90 (m, 2H), 5.00 (s, 
lOH), 4.30-4.15 (m, 1H), 2.90-2.80 (m, 2H), 2.05-1.95 (m, 2H), 1.90-1.75 (m, 4H), 1.70-1.60 
(m, 1H), 1.55-1.45 (m, 1H), 1.30-1.15 (m, 8H), 1.10-1.05 (m, 8H). 





4-33165P1 




-83- 



Example 80 



Phenvl-(4-(5-r2-(2.2.6.6-teti^emvl-mperidm^ 
butvrvlaminoVacetic acid methvl ester 



The title compound was prepared analogous to Step C of Example 37. 
MS (ESI): 550 [M+Hf 

^-NMR (DMSO-d6,120 C C): 8 (ppm) 8.30 (m, 1H), 7.70 (m, 1H), 7.40-7.30 (m, 5H), 6.95 (m, 
1H), 6.90 (m, 1H), 5.55 (m, 1H), 4.45-4.35 (m, 1H), 2.90 (t, 2H), 2.35 (m, 2H), 2.15-2.10 (m, 
2H), 2.00-1.95 (m, 2H), 1.75-1.65 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H). 



(4-r5-(5-Phenvl-pentvlVmiophen-2-vl1-pvrh^ 



The title compound was prepared analogous to Example 73. 
MS (ESI): 463 [M+H] + 

'H-NMR (DMSO-d«): 5 (ppm) 8.35 (m, 1H), 7.95 (m, 1H), 7.35-7.15 (m, 6H), 7.00 (m, 1H), 
4.45-4.35 (m, 1H), 2.90 (t, 2H), 2.60 (t, 2H), 2.15-2.00 (m, 2H), 1.75-1.35 (m, 20H). 




H 



Example 81 



amine 
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Examnle 82 

menzvl-f5-r?-^-2.6.6-tetramethvl-piperidin-4-vlam i iiQVpvrimidJ 
aminoVacetic acid ethvl ester 




The title compound was prepared analogous to the procedure descibed in Example 60. 
MS (ESI): 522.4 [M+H] + 

^-NMR (DMSO-ds): 5 (ppm) 8.35 (m, 1H), 8.00 (m, 1H), 7.45-7.15 (m, 7H), 4.50-4.35 (m, 
1H), 4.25 (m, 2H), 4.15 (t, 2H), 3.95 (m, 2H), 3.50 (m, 2H), 2.15-2.00 (m, 2H), 1.75-1.45 (m, 
14H),1.20(t,3H). 

Example 83 

l-reenzvl-f5-r2-(2;2.6.6-tetramemvl-p^ 
vlmemvl)-aminoV2-ro ftthv1-propan-2-ol 




The title compound was prepared analogous to Step A of Method A, starting with 
compound from Example 82. 
MS (ESI): 508 [M+Hf 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.30 (m, 1H), 7.75 (m, 1H), 7.45-7.40 (m, 2H), 7.35-7.2 
(m, 3H), 7.05 (m, 1H), 7.00 (m, 1H), 4.45-4.40 (m, 1H), 4.10 (s, 2H), 3.85 (s, 2H), 2.65 (s, 2H), 
2.15-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H), 1.15 (s, 6H). 
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Example 84 

l-Phenvl-3-(5-r2-(2.2.6.6-tetrame^ 
propan-l-ol 




The title compound is produced by reduction of compound from Example 145 analogous 
to Example 53. 
MS (ESI): 451 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.25 (m, 1H), 7.70 (d, 1H), 7.40-7.30 (m, 4H), 7.30-7.25 (m, 1H), 
6.95 (d, 1H), 6.90 (d, 1H), 5.35 (d, lOH), 4.65-4.55 (m, 1H), 4.35-4.20 (m, 1H), 2.90 (t, 2H), 
2.05-1.95 (m, 2H), 1.95-1.70 (m, 2H), 1.35-1.05 (m, 14H). 

Example 85 

3-Ewvl-l-(5 -r2-(2.2.6.6-tetrame&vl-piperian^ 
pentan-3-ol 




The title compound was prepared analogous to Example 79a 
MS (ESI): 431.4 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 6 (ppm) 8.25 (d, 1H), 7.65 (d, 1H), 6.95-6.90 (m, 2H), 4.35-4.20 
(m, 1H), 2.90 (m, 2H), 1.95-1.90 (m, 2H), 1.80 (m, 2H), 1.50 (qa, 4H), 1.30 (s, 6H), 1.20-1.10 
(m, 2H), 1.10 (s, 6H), 0.90 (t, 6H). 
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Kxample 86 

aminoVpropionitrile 




Compound of Example 132 (483 mg, 1.4 mmol) was dissolved in 25 ml MeOH and 110 
,1 (1 .7 mmol) acrylonitrile were added. This mixture was stirred at room temperature for 24 
hours. After evaporation the crude was purified by chromatography on silicagel 
(DCMMeOH/ammonia : 9/1/0.1). Yield: 0.55 g (98 %). 
MS (ESI): 399 [M+H] + 

'H-NMR (DMSO-d*): 8 (ppm) 8.40 (m, 1H), 7.95 (m, 1H), 7.45 (m, 1H), 7.25 (m, 1H), 4.45- 
4.30 (m, 3H), 3.35-3.25 (m, 2H), 3.10 (t, 2H), 2.15-1.95 (m, 2H), 1.70-1.45 (m, 14H). 



y i-{ ^_p.f9 ^.6-tetrameth^L: 
ylmethvll- aminoVpropionitrile 



Example 87 

idin-4-vlami"nVpvrimidi"-^-yn- th i°P hen - 2 - 




The title compound was prepared analogous to the procedure descibed in Example 59, 
using benzaldehyde in place of formaldehyde. 
MS (ESI): 489 [M+H] + 
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'H-NMR (DMSO-cU, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.75 (d, 1H), 7.45 (m, 2H), 7.35 (t, 2H), 
7125 (m, 1H), 7.10 (d, 1H), 7.05 (d, 1H), 4.45-4 35 (m, 1H), 3.95 (s, 2H), 3.80 (m, 2H), 2.90 (t, 
2H), 2.65 (t, 2H), 2.15-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H). 

Example 88 

3-flyflethvl-i5-r2-(l,2.2.6.6-pentametM^ 
vlmethvl ) -amino't-propionitrile 



2H), 4.45-4.35 (m, 1H), 3.45-3.35 (m, 2H), 3.25 (t, 2H), 2.75 (s, 6H), 2.20-1.95 (m, 4H), 1.60- 
1.40 (m, 12H). 

Example 89 

N-(2-Cvano-ethvlVN-l5-r2-(2.2.6^ 
"2-yimethvl ) -acetamide 



Compound of Example 86 (119 mg, 0.3 mmol) was dissolved in 5 ml THF and 0.5 ml 
triethylamine and 36 /il (0.33 mmol) acetic anhydride were added. This mixture was stirred at 
room temperature for 16 hours. Afterwards the solution was diluted with 100 ml water and 




The title compound was prepared analogous to the procedure descibed in Example 59. 
MS (ESI): 427 [M+H] + 

! H-NMR (DMSO-ds): 5 (ppm) 8.40 (d, 1H), 8.05 (m, 1H), 7.50 (m, 1H), 7.30 (m, 1H), 4.60 (m, 
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extracted with EtOAc. The crude was purified by chromatography on silicagel 
(pCM/MeOH/ammonia : 9/1/0.1). Yield: 103 mg (78 %). 
MS (ESI): 441 [M+H] + 

'H-NMR (DMSO-ds, 120 °C): 8 (ppm) 8.30 (d, 1H), 7.75 (d, 1H), 7.15 (d, 1H), 7.00 (d, 1H), 
4.80 (s, 2H), 3.65 (t, 2H), 2.80 (t, 2H), 2.15 (s, 3H), 2.10-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.60 
(s, 6H), 1.50 (s, 6H). 

The following compounds (Example 90 to Example 145) were prepared analogous to 
Method C, starting from the appropriate known thiophene derivatives and (4-chloro-pyrimidin-2- 
ylH2,2,6,6-tetramemyl-piperidin-4-yl)-amine. Functional groups were protected prior to boronic 
acid formation and deprotected after Suzuki-coupling, using standard methods described in 
literature. 

Example 90 

!-15-r2-(2.2.6.6-Teti^ethv1-piperidm 




MS (EI): 343 [M-CH 3 ] + 

^-NMR (DMSO-ds): 5 (ppm) 8.40-8.35 (m, 1H), 8.00 (s, 2H), 7.30-7.25 (m, 1NH), 7.15 (m, 
1H), 4.35-4.20 (m, 1H), 2.55 (s, 3H), 1.90-1.75 (m,lH), 1.35-1.05 (m, 14H). 

Example 91 

l4-r5-(4-CMoro-phenvlVmiophen-2-vl1-pyr iTTiidin-2-vll-f2.2.6.6-tetrame^ 
amine 
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'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (m, 1H), 7.70 (d, 2H), 7.55 (m, 1H), 
7.45 (d, 2H), 7.05 (m, 1H), 4.45-4.35 (m, 1H), 2.15-2.05 (m, 2H), 1.80-1.70 (m, 2H), 1.60 (s, 
6H),1.50(s,6H). 

Example 92 

3-Methvl-5-r2-(2.2.6.6-tetrameth^ 
carbonitrile 



MS (ESI): 356.2 [M+H] + 

'H-NMR (DMSO-d«): 5 (ppm) 8.45 (m, 1H), 7.95 (s, 1H), 7.15 (d, 1H), 4.35-4.15 (m, 1H), 2.40 
(s, 3H), 1.85-1.75 (m, 2H), 1.30-1.05 (m, 14H). 

Example 93 
(4-f2.21BitMophenvl-5-vl-Pvrimidin-2-vlW^ 



MS (ESI): 399.2 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.30 (d, 1H), 7.75 (d, 1H), 7.50 (m, 1H), 7.35 (m, 1H), 
7.30 (d, 1H), 7.15-7.10 (m, 1H), 7.00 (d, 1H), 4.40-4.30 (m, 1H), 2.05-1.95 (m, 2H), 1.45 (s, 
6H), 1.45-1.35 (m, 2H), 1.30 (s, 6H). 
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Example 94 

fd _(S_T S nnro P envi -th ^^ 2 6 6-te.tramethy1-pipmdin-4-YlVaniine 



MS (ESI): 357.2 [M+H] + 

1 H-NMR (DMSO-dfi, 120°C): 8 (ppm) 8.30 (d, 1H), 7.75 (d, 1H),7.30 (d, 1H), 7.00 (d, 1H), 
5.45 (s, 1H), 5.10 (s, 1H), 4.45-4.35 (m, 1H), 2.15 (s, 3H), 2.10-2.05 (m, 2H), 1.75-1.50 (m, 
14H). 

Example 95 

fA_rS.g-ATmno-e t ^^ 




NH 2 



MS (ESI): 360.2 [M+Hf 

'H-NMR (DMSO-d6,120°C): 8 (ppm) 8.30 (d, 1H), 7.70 (d, 1H), 7.05 (d, 1H), 6.95 (d, 1H), 
4.45-4.30 (m, 1H), 3.25-3.20 (m, 2H), 3.15-3.10 (m, 2H), 2.10-2.00 (m, 2H), 1.75-1.65 (m, 2H), 
1.60 (s, 6H0, 1.50 (s, 6H). 

Example 96 

yfi-amine 



MS (ESI): 371.2 [M+H] + 
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J H-NMR (DMSO-dg, 120 °C): 8 (ppm) 8.35 (d, 1H), 7.50 (s, 1H), 6.95 (d, 1H), 4.45-4.35 (m, 
1H), 2.80 (t, 2H), 2.65 (t, 2H), 2.10-2.05 (m, 2H), 1.90-1.75 (m, 4H), 1.75-1.65 (m, 2H), 1.55 (s, 
6H), 1.50 (s, 6H). 

Example 97 

4-Chloro-2-(ffiy2-(5-r2-(2.2.6.6-tet^ 
vl ) -vinvIVbenzonitrile 

O 
CI 

MS (ESI): 478.3 [M+H] + 

'H-NMR (DMSO-de, 120 °C), cis/trans mixture 3:7: 5 (ppm) 8.35-8.25 (m, 1H), 8.05 (m, 1H), 
7.80-7.75 (m, 3H), 7.50-7.45 (m, 1H), 7.40 (m, 1H), 7.20-7.10 (m, 1H), 7.05 (m, 1H), 4:40-4.30 . 
(m, 1H), 2.05-1.95 (m, 2H), 1.50-1.15 (m, 14H). 

Example 98 

2-r2-(2.2. 6.6-Tetramemvl-piperidin-4-vl 
benzorblthiophen-4-ol 



HO 




MS (ESI): 387.2 [M+H] + 

'H-NMR (DMSO-ds): 8 (ppm): 8.35-8.30 (m, 1H), 7.75 (s, 1H), 6.95 (m, 1H), 5.15 (m, lOH), 
4.60-4.50 (m, 1H), 4.30-4.20 (m, 1H), 2.80-2.60 (m, 2H), 2.00-1.60 (m, 6H), 1.30-1.05 (m, 14H). 
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MS (ESI): 368 [M+H] + 

1 H-NMR (DMSO-de, 120°C): 8 (ppm) 9.25 (s, 1H), 8.50 (d, 1H), 8.40 (d, 1H), 8.15 (m, 1NH), 
7.25 (d, 1H), 4.45-4.35 (m, 1H), 2.10-2.00 (m, 2H), 1.80-1.70 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 




ylj-methanol 




iTnidin-4-v1 1-thiophen-2- 



MS (ESI): 457 [M+H] + 

>H-NMR (DMSO-ds), 120°C): 5 (ppm) 8.25 (d, 1H), 7.65 (d, 1H), 7.45 (d, 2H), 7.35 (d, 2H), 
7.00 (d, 1H), 6.95 (d, 1H), 5.95 (s, 1H), 4.35-4.25 (m, 1H), 2.10-2.05 (d, 2H), 1.75-1.65 (m, 2H), 
1.55 (s,6H), 1.50 (s,6H). 
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Example 101 

N-f2-{5-f2-(2.2.6.6-Tetramewvl-pipe^ 
acetamide 




MS (ESI): 402.1 [M+H] + 

^-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 8.10 (m, 1NH), 7.95 (m, 1H), 7.20 (m, 1H), 7.05 
(m, 1H), 4.45-4.35 (m, 1H), 3.35-3.30 (m, 2H), 3.05-2.95 (m, 2H), 2.15-1.95 (m, 2H), 1.85 (s, 
3H), 1.65-1.45 (m, 14H). 

Example 102 

(4-r5-(2-Dimethvlaimno-ethvlV^ 
ylVamine 




MS (ESI): 388.1 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 7.70 (d, 1H), 6.95-6.90 (m, 2H), 4.35-4.20 (m, 1H), 
2.95 (t, 2H), 2.55 (t, 2H), 2.20 (s, 6H), 1.85 -1.75 (m, 2H), 1.35-1.05 (m, 14H). 



4-33165P1 



-94- 



Example 103 

l-(4-(5-r2-f2.2.6.6-Tetramethvl-t>iperidin^vlaminoVpvri mi(M^ 
etfaanone 



MS (EI): 343 [M*] 

'H-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 8.10-8.00 (m, 2H), 7.95 (m, 1H), 7.85-7.80 (m, 
2H), 7.75 (m, 1H), 7.05 (d, 1H), 4.35-4.20 (m, 1H), 2.60 (s, 3H), 1.95-1.80 (m, 2H), 1.45-1.05 
(m, 14H). 

Example 104 

3-Methvl-5-r2-(2.2.6.6-tetramethvl^ 
acid methvl ester 



MS (ESI): 389 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.45 (d, 1H), 7.90 (s, 1H), 7.25 (d, 1H), 4.40-4.30 (m, 1H), 3.85 
(s, 3H), 2.15-2.00 (m, 2H), 1.65-1.40 (m, 17H). 

Example 105 

r4-(5-Chloio-thiophen-2-vlVpvrimi^ 





o 



\ 
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MS (ESI): 351 {M+H] + 

'H-NMR (DMSO-dfi): 5 (ppm) 8.30 (m, 1H), 7.80 (m, 1H), 7.20 (m, 1H), 7.00 (m, 1H), 4.30- 
4.15 (m, 1H), 1.90-1.75 (m, 2H), 1.30-1.05 (m, 14H). 

Example 106 

4-f5-r2-(2.2.6.6-Tetramethvl-piperi 
methyl ester 




MS (ESI): 417 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.25 (d, 1H), 7.70 (d, 1H), 7.00 (d, 1H), 6.95 (d, 1H)> 
4.40-4.35 (m, 1H), 3.65 (s, 3H), 2.90 (t, 2H), 2.40 (t, 2H), 2.10-2.05 (m, 2H), 1.95 (q, 2H), 1.75- 
1.65 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H). 

Example 107 

4-(5-r2-(2.2.6.6-Teti^eAvl-piperimn-4-vla^ acid 




MS (ESI): 401 [M-H]' 

! H-NMR (DMSO-dg): 8.20 (m, 1H), 7.70 (m, 1H), 6.95 (m, 1H), 6.90 (m, 1H), 4.30-4.20 (m, 
1H),2.80 (m, 2H), 2.05-1.95 (m, 2H), 1.85-1.70 (m, 4H), 1.35-1.00 (m, 14H). 
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Example 108 

5-r2-(2.2.6.6-T^tr am ethvl-pipe-ridin-4-vlanM n oVnvrimidin 
benzvlamide 

11 »N k^NH 




MS (ESI): 450 [M+H] + 

'H-NMR (DMSO-d6): 5 (ppm) 9.30-9.22 (m.lH), 9.20-9.10 (m, 1H), 8.40-8.35 (m, 1H), 8.10- 
7.80 (m, 4H), 7.40-7.20 ( m, 6H), 4.50-4.30 (m, 3H), 2.15-1.95 (m, 2H), 1.65-1.35 (m, 14H). 

Example, 109 

r4-(5-Nitro-tbmphen-2-vlVp^ 




MS (EST): 362 [M+H] + 

J H-NMR (DMSO-de): 5 (ppm) 8.45 (m, 1H), 8.20 (m, 1H), 8.00 (m, 1H0, 7.25 (m, 1H), 4.35- 
4.15 9m, 1H), 1.90-1.75 (m, 1H0, 1.35-1.05 (m, 14H). 

Example 110 

i4-r5-r4-Memoxv- P henvlVtm o phen-2-vl1-pv r imidin-2-vn-(2.2.6,6-tetramem 
amine 




MS (ESI): 423 [M+H] + 
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'H-NMR (DMSO-d*, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.80 (d, 1H), 7.60 (d, 2H), 7.40 (d, 1H), 
7:05-7.00 (m, 3H), 4.45-4.35 (m, 1H), 3^5 (s, 3H), 2.15-2.05 (m, 2H), 1.75-1.65 <m, 2H),.1.60 
(s, 6H), 1.50 (s, 6H). 

Example 111 

4-l5-r2-(2.2.6.6-Teti^emvl-piperidin-4-vl 




MS (ESI): 409 [M+H] + 

^-NMR (DMSO-de, 120 °C): 8 (ppm) 9. 15-9.00 (m, lOH), 8.30 (d, 1H), 7.75 (d, 1H), 7.50 (d, 
2H), 7.30 (d, 1H), 7.00 (d, 1H), 6.85 (d, 2H), 4.45-4.35 (m, 1H), 2.15-2.05 (d, 2H), 1.75-1.65 (m, 
2H), 1.60 (s, 6H), 1.50 (s, 6H). 



Example 112 

l-(5'-r2-(2.2.6.6-Tetramethvl-pjperi 
ethanone 




MS (ESI): 441 [M+H] + 

^-NMR (DMSO-de): 8 (ppm) 8,35 (m, 1H), 7.95-7.90 (m, 2H), 7.65 (m, 1H), 7.45 (m, 1H), 
7.05 (m, 1H), 4.35-4.15 (m, 1H), 2.55 (s, 3H), 1.95-1.80 (m, 2H), 1.35-1.05 (m, 14H). 
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Example 113 

f4-r5^2-Kfethoxv-pheiiviVthiophen-2-vn-twrimi 



MS (ESI): 423 [M+H] + 

! H-NMR CDMSO-d6, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.85 (d, 1H), 7.75 (m, 1H), 7.60 (d, 1H), 
7.40-7.35 (m, 1H), 7.20 (d, 1H), 7.10-7.05 (m, 2H), 4.50-4.40 (m, 1H), 3.95 (s, 3H), 2.15-2.05 
(m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 

Example 114 

f5-f2-(2.2.6.6-Teti^ethv1-piperidin-4-v1^^ 



MS (ESI): 347 [M+H] + 

'H-NMR (DMSO-d«, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.70 (m, 1H), 7.05-7.00 (m, 2H), 4.70 (s, 
2H), 4.45-4.35 (m, 1H), 2.15-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.60 (s, 6H), 1.50 (s, 6H). 

Example 115 

5-r2-r2.2.6.6-Tetramethvl-piperidin-4-vlaminoVpvri m idin-4-vl1-thi^^^ 
amino-ethvlVamide 



amine 





HO 




4-33165P1 
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MS (ESI): 403 [M+H] + 

1 H-NMR (DMSO-de): 6 (ppm) 8.90-8.85 (m, 1NH), 8.40 (m, 1H), 7.95 (m, 1H), 7.80 (m, 1H), 
7.15 9m, 1H), 4.40-4.30 (m, iH), 3.55-3.45 (m , 2H), 3.05-2.95 (m, 2H), 2.15-1.95 (m, 2H), 
1.60-1.40 (m, 14H). 

Example 116 

4-f5-r2-r2.2.6.6-Teti^ethvl-piperidm^ 

OH 

MS (ESI): 389 [M+Hf 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.25 (d, 1H), 7.65 (m, 1H), 6.95-6.85 (m, 2H), 6.35-6.25 
(m, 1NH), 4.40-4.20 (m, 1H), 3.50-3.45 (t, 2H), 3.00-2.80 (M, 2H), 1.95-1.85 (m, 2H), 1.80-1.70 
(q,2H), 1.60-1.50 (q,2H), 1.35-1.10 (m,14H). 

Example 117 

H-r5-(3-Memoxv-phenviytMophen-2^ 
amine 




MS (ESI): 423 [M+H] + 

1 H-NMR (DMSO-de): 5 (ppm) 8.30 (m, 1H), 7.90 (m, 1H), 7.65 (d, 1H), 7.35 (t, 1H), 7.30-7.20 
(m, 2H), 7.05 (d, 1H), 6.95 (m, 1H), 4.35-4.20 (m, 1H), 3.85 (s, 3H), 1.95-1.85 (m, 2H), 1.35- 
1.05 (m, 14H). 



4-33165P1 



-100- 



TCxample 118 

4-T5-r2-(2.^ T 6-6-Teti^Tnethvl-p i per i^in^vlamino^ 

benzenes nlfonatnide 




MS (ESI): 472 [M+Hf 

'H-NMR (DMSO-d«): 8 (ppm) 8.40 (d, 1H), 8.10 (m, 1H), 7.95-7.90 (m, 4H), 7.80 (m, 1H), 7.30 
(m, 1H), 4.45-4.30 (m, 1H), 2.15-1.95 (m, 2H), 1.65-1.45 (m, 14H). 



Kxample 119 

3 b £5 J j2 J &2^6jS£^^ 




MS (ESI): 418 [M+H] + 

! H-NMR (DMSO-ds): 8 (ppm) 8.35 (m, 1H), 8.25 (m, 1H), 7.95 (d, 1H), 7.85 (d, 1H), 7.75 (d, 
1H), 7.65 (t, 1H), 7.05 (d, lH),4.35-4.20 (m, 1H), 1.90-1.75 (m, 2H), 1.35-1.05 (m, 14H). 
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Example 120 

4-J 5-r2-(2.2.6.6-Tetramethvl-piperidin^vlamino^-pvrinudin-4-vl1-thio ) -benzoic acid 

methyl ester 




MS (ESI): 451 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.40 (d, 1H), 8.15-8.00 (m, 3H), 7.90 (d, 2H), 7.85 (d, 1H), 7.30- 
7.25 (m, 1H), 4.45-4.35 (m, 1H), 3.85 (s, 3H), 2.15-1.95 (, 2H), 1.65-1.35 (m, 14H).' 

Example 121 

(4-f5-r2-(2.2.6.6-Tettamethv^ 
methanol 




HO 



MS (ESI): 423 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.56 (d, 2H), 7.50 (d, 1H), 
7.40 (d, 2H)i 4.55 (s, 2H), 4.45-4.35 (m, 1H), 2.15-2.05 (m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 
1.55 (s, 6H). 
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Exampte 122 

(3-l5-f2-(2.2.6-6-Tetrameftv1-™peridin ^ 
methanol 




MS(ESI):423[M+H] + 

'H-NMR (DMSO-d«,120 o C): 8 (ppm) 8.35 (d, 1H), 7.85 (d, 1H), 7.65 (m, 1H), 7.55 (d, 1H), 
7.50 (d, 1H), 7.45 (t, 1H), 7.35 (d, 1H), 7.05 (d, 1H), 4.60 (s, 2H), 4.45-4.35 (m, 1H), 2.15-2.10 
(m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 

Example 123 

N-(3-J5-r2-(2.2.6.6-Tetramethv1-pjperidm 
acetamide 




MS (ESI): 450 [M+H] + 

^-NMR (DMSO-d6, 120 °C): 5 (ppm) 9.60 (m, 1NH), 8.30 (d, 1H), 8.00 (m, 1H), 7.80 (d, 1H), 
7.55-7.45 (m, 1H), 7.40 (m, 1H), 7.35 (m, 2H), 6.95 (d, lH),6.35-6.30 (m, 1NH), 4.45-4.30 (m, 
1H), 2.10 (s, 3H), 1.35 (s, 6H), 1.25-1.15 (m, 2H), 1.10 (s, 6H). 
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Example 124 

(4-r5-(3-Amino-phenvlVthiophe^^ 
amine 



MS (ESI): 408 [M+H] + 

'H-NMR (DMSO-de): 6 (ppm) 8.35 (m, 1H), 7.85 (m, 1H), 7.40 (m, 1H), 7.15-7.00 (m, 2H), 
6.90-6.80 (m, 2H), 6.55 (m, 1H), 5.25 (m, 2NH), 4.35-4.20 (m, 1H), 1.90-1.70 (m, 2H), 1.35- 
1.05 (m, 14H). 

Example 125 

l-(3-l 5-r2-(2.2.6.6-Tetramethvl-piperidin^vlaimnoVpYriimdin-4-vl1-t^ > -phenvD- 

ethanone 



MS (ESI): 435 [M+H] + 

^-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 8.20 (m, 1H), 8.05-7.95 (m, 3H), 7.75 (d, 1H), 7.60 
(t, 1H), 7.05 (d, 1H), 4.35-4.20 (m, 1H), 2.65 (s, 3H), 1.95-1.70 (m, 2H0, 1.35-1.05 (m, 14H). 




A 




o 



4-33165P1 




Example 126 

Sir2-(2.2A6-Tetramethvl-Piperidin^ 
acid amide 




MS (ESQ: 478 |M+H] + 

»H-NMR (DMSO-ds): 5 (ppm) 8.36 (d, 1H), 7.95 (d, 1H), 7.80 (s, 2NH), 7.55 (d, 1H), 7.02 (d, 
1H), 7.40 (d, !H), 7.20 (d, 1H), 4.40-4.25 (m, 1H), 2.15-1.95 (m, 2H), 1.65-1.35 (m, 14H). 

Example 127 

. f4-r5-fl-Aimno-ethviytMo P he^^^ 




MS (ESI): 359 [M+H] + 

'H-NMR (DMSO-dfi, 120 °C): 5 (ppm) 8.30 (d, 1H), 7.80 (d, 1H), 7.40 (, 1H), 7.05 (d, 1H), 4.70 
(qa, 1H), 4.45-4.30 (m, 1H), 2.10-2.00 (m, 2H), 1.75-1.70 (m, 2H), 1.68 (d, 3H), 1.60 (s, 6H), 
1.50 (s,6H). 

Example 128 

3-f5-r2-(2.2.6.6-Teti^ethv1-p i peridin-4-v1aminoVpv ri midin-4-vl1-mioph^ 



HO 
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MS (ESI): 375 [M+H] + 

'H-NMR (DMSO-dfi, 120 °Q: 5 (ppm) 8.30 (d, 1H), 7.70 (d, 1H), 7.00 (d, 1H), 6.95 (d, 1H), . 
4.45-4.35 (m, 1H), 3.55 (t, 2H), 2.95 (t, 2H), 2.10-2.05 (m, 2H), 1.90-1.80 (q, 2H), 1.75-1.65 (m, 
2H), 1.60 (s, 6H), 1.50 (s, 6H). 

Example 129 

3-f5-r2-(2.2.6.6-Tetramethvl-piperidin^ 
acid methyl ester 




MS (ESI): 403 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.30 (m, 1H), 7.75 (d, 1H), 7.05 (d, 1H), 6.95 (d, 1H), 4.40-4.25 
(m, 1H), 3.60 (s, 3H), 3.10 (t, 2H), 2.70 (t, 2H), 2.05-1.95 (m, 2H), 1.65-1.40 (m, 14H). 

Example 130 

(4-r5-(4-Aimno-buWl>thiophen-2-vl1-p^ 
amine 




MS (EI): 387 [M+] 

'H-NMR. (DMSO-de, 120 °Q: 8 (ppm) 8.32 (d, 1H), 7.80 (d, 1H), 7.15 (d, 1H0, 7.00 (d, 1H), 
4.45-4.35 (m, 1H), 3.10-3.05 (m 2H), 2.90 (t, 2H), 2.10-2.00 (m, 2H), 1.85-1.65 (m, 6H), 1.60 (s, 
6H), 1.50 (s, 6H). 
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Example 131 




MS (ESI): 342 [M+Hf 

J H-NMR (DMSO-de): 8 (ppm) 8.45 (d, 1H), 8.10 (d, 1H), 8.05 (d, 1H), 7.30 (d, 1H), 4.35-4.25 
(m, 1H), 2,05-1.95 (m, 2H), 1.65-1.45 (ni, 14H). 

Example 132 




HjN 



MS (EI): 345 [M*] 

»H-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 7.95 (m, 1H), 7.40 (m,lH), 7.25 (m, 1H), 4.45-4.35 
(m, 1H), 4.30-4.25 (m, 2H), 2.15-2.00 (m, 2H), 1.70-1.45 (m, 14H). 





MS (ESI): 422.1 [M+Hf 
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'H-NMR (DMSO-dfi): 5 (ppm) 8.40 (m, 1H), 8.10 (m, 1H), 7.80 (d, 2H), 7.70 (m, 1H), 7.60 (d, 
2H), 7.25 (m, 1H), 4.45-4.35 (m, 1H), 4.10-4,00 (m, 2H), 2.15-2.00 (m, 2H0, 1.70-1.45. (m, 
14H). 

Example 134 

{5'-r2-(2.2.6.6-Tetramefovl-piireri<Kn-^ 
methanol 




MS (ESI): 429 [M+H] + 

'H-NMR (DMSO-ds): 5 (ppm) 8.30 (m, 1H), 7.85 (d, 1H), 7.35 (d, 1H), 7.20 (m, 1H), 7.05 (d, 
1H), 6.95 (d, 1H), 5.55 (t, lOH), 4.65 (d, 2H), 4.35-4.20 (m, 1H), 1.90-1.70 (m, 2H), 1.35-1.05 
(m, 14H). 

Example 135 

2-Memvl-l-f5-r2-(2.2.6.6-tetramemvl-pi 
propan-l-ol 




MS (ESI): 389 [M+H] + 

'H-NMR (DMSO-ds, 120 °C): 8 (ppm) 8.30 (d, 1H), 7.70 (d, 1H), 7.00-6.95 (m, 2H), 4.60 (d, 
1H), 4.45-4.35 (m, 1H), 2.15-2.10 (m, 2H), 2.03-1.90 (m, 1H), 1.80-1.70 (m, 2H), 1.60 (s, 6H), 
1.50 (s, 6H), 0.97 (d, 3H), 0.93 (d, 3H). 
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MS (ESI): 388 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.25 (m, 1H), 7.70 (m, 1H), 7.00-6.90 (m, 2H), 4.45-4.35 
(m, 1H), 3.10 (t, 2H), 2.45 (t, 2H), 2.15-2.05 (m, 2 H), 1.70-1.60 (m, 2H), 1.60 (s, 6H), 1.50 (s, 
6H). 



Example 137 



amine 




MS (ESI): 374 [M+Hf 

1H-NMR (DMSO-d6,120°C): 5 (ppm) 8.30 (d, 1H), 7.65 (d, 1H), 7.00-6.95 (m, 2H), 4.45-4.35 
(m, 1H), 3.20-3.10 (m, 2H), 3.00 (t, 2H), 2.20-2.10 (m, 2H), 2.10-2.00 (m, 2H), 1.75-1.65 (m, 
2H), 1.60 (s, 6H0, 1.50 (s, 6H). 
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Examnle 138 

4^i5-r2-(2.2.6.6-Tetramethvl-piperi^^ 




MS (ESI): 389 [M+H] + 

1 H-NMR (DMSO-ck): 5 (ppm) 8.25-8.15 (m, 1H), 7.70 (d, 1H), 7.00-6.90 (m, 2H), 4.55 (d, 
lOH), 4.30^.20 (m, 1H), 3.70-3.60 (m, 1H), 2.95-2.80 (m, 2H), 1.90-1.75 (m,2H), 1.70 (qa, 
2H), 1.30-1.00 (m, 17H). 



Example 139 

r4-(5VAimnomethvl-r2.2nbithio^^ 
ylVamine 




MS (ESI): 498 [M+HCl+Cl]' 

1 H-NMR (DMSO-d6, 120 °Q: 5 (ppm) 8.35 (d, 1H), 7.80 (d, 1H), 7.35 (d, 1H), 7.30-7.25 (m, 
2H), 7.05 (d, 1H), 4.45-4.35 (m, 1H), 4.25 (s, 2H), 2.15-2.05 (m, 2H), 1.75-1.68 (m, 2H), 1.65 (s, 
6H0, 1.55 (s, 6H). 
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Examole 140 

3-J3-Methvl-5-r2-(2.2.6.6-teti^^ 
propionic acid methvl ester 



MS (ESI): 417 [M+H] + 

1H-NMR (DMSO-de): 5 (ppm) 8.30 (m, 1H), 7.85 (m, 1H), 7.15 (m, 1H), 4.45-4.30 (m, 1H), 
3.65 (s, 3H), 3.05 (t, 2H), 2,70 (t, 2H), 2.20 (s, 3H), 2.15-2.00 (rn, 1H), 1.65-1.45 (m, 14H). 

Example 141 

Arctic acid 2-methvl-2-nitro-l-J5-r2-(2.2.6.^ 
thiophen-2-v U-propvl ester 



MS (ESI): 476 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.40 (m 1H), 7.95 (m, 1H), 7.35 (m, 1H), 7.25 (m, 1H),6.55 (s, 
1H), 4.45-4.30 (m, 1H), 2.15 (s, 3H), 2.15-1.95 (m, 2H), 1.65-1.45 (m, 20H). 




\ 
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Example 142 

6-{5-r2-(2.2.6.6-Tetra memvl-pipericUn^^ 




MS (ESI): 412 [M+H] + 

^-NMR (DMSO-dfi): 6 (ppm) 8.35 (m,lH), 7.70 (d, 1H), 6.95 (d, 1H), 6.90 (d, 1H), 4.35-4.25 
(m, 1H), 2.85 (t, 2H), 2.50 (t, 2H), 1.90-1.60 (m, 6H), 1.50-1.40 (m, 2H), 1.45-1.05 (m, 14H). 



Example 143 

f4-r5-f6^Amino-hexv1 Vthiophen-2-vn-pvrimidin-2-vl)-f2.2.6.6-tetrame^ 
amine 




MS (ESI): 416 [M+H] + 

! H-NMR (DMSO-dfi, 120 °C): 8 (ppm) 8.30 (d, 1H), 7.65 (d, 1H), 6.95 (d, 1H), 6.90 (d, 1H), 
4.45^.35 (m, 1H), 2.90 (t, 2H), 2.85 (t, 2H), 2.10-2.00 (m, 2H), 1.75-1.40 (m, 20H). 
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1 -{ 5-f2-(2.2 * ,^-Tptramethvl-piT 



Exanagle 144 

idiTi-4-viaminoVpyrimidin : 



rtan-3-one 




MS (ESI): 401 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 8.35 (m, 1H), 7.95 (m, 1H), 7.30 (m, 1H), 7.05 (m, 1H), 4,45- 
4.35 (m, 1H), 3.05 (t, 2H), 2.85 (t, 2H), 2.45 (qa, 2H), 2.15-2.00 (m,2H), 1.75-1.45 <m, 14H), 
0.95 (t,3H). 

Exampje 145 

pro pan-l-one 




MS (ESI): 449.3 [M+H] + 

'H-NMR (DMSO-d*): 8 (ppm) 8.25 (m, 1H), 8.05-8.00 (m, 2H), 7.75-7.65 (m, 2H), 7.60-7.50 
(m, 2H), 7.05 (d, 1H), 7.00 (d, 1H), 4.35^.20 (m,lH), 3.50 (t, 2H), 3.20 (t, 2H), 1.90-1.75 (xn, 
2H), 1.35-1.05 (m, 14H). 



TMrM7TTTTOPHENES 
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Example 146 

^(^BenzonjItfaiophen^-vl-p^midin^-vlaiiiinoVpiperidine-l-carboxvlic acid ethvl ester 



pyrimidine, benzo[b]thiophen-2-boronic acid and ethyl-4-amino-l-piperidinecarboxylate. 
MS(EI):382M + 

*H-NMR (DMSO-de, 120 °Q: 8 (ppm) 8.40 (d, 1H), 8.20 (s, 1H), 8.00-7.90 (m, 2H), 7.45-7.40 
(m, 2H), 7.10 (d, 1H), 4.10 (qa, 2H), 4.05-3.90 (m, 3H), 3.10-3.00 (m, 2H), 2.00-1.95 (m, 2H), 
1.60-1.50 (m, 2H), 1.20 (t, 3H). 

Example 147 

4-(4-Benzon3ltMophen-2-vI-pvriimdin^ 



The title compound was prepared analogous to Method A, starting from 2,4-dichloro- 
pyrimidine, benzo[b]tWophen-2-boronic acid and4-amino-2 > 2,6,6-tetramethylpiperidine-l-oL 



MS (ESI): 383.2 [M+H] + 

! H-NMR (DMSO-dg, 120 °C): 5 (ppm) 8.35 (d, 1H), 8.10 (s, 1H), 7.95-7.85 (m, 2H), 7.45-7.40 
(m, 2H), 7.10 (d, 1H), 6.55 (s, lOH), 6.45-6.35 (m, 1NH), 4.35-4.20 (m, 1H), 1.95-1.85 (m, 2H), 
1.60-1.50 (m, 2H), 1.25 (s, 6H), 1.15 (s, 6H). 




The title compound was prepared analogous to Method A, starting from 2,4-dichloro- 
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Example 148 

(d-B CT7 .orb1thio^^-9.-v1-T>vrimi H in-9-v1Vf 1 .2.2.6 6-pentamethyl-pipRridiTi-4-Yl)-amine 




The title compound was prepared analogous to Method A, starting from 2,4-dichloro- 
pyrimidine, benzo[b]thiophen-2-boronic acid and 4-armno-l,2,2,6 s 6-pentamemylpiperidine. 
MS (ESI): 381.2 [M+Hf 

>H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.35 (d, 1H), 8.15 (s, 1H), 7.95-7.85 (m, 2H), 7.45-7.40 
(m, 2H), 7.15 (d, 1H), 4.35-4.20 (m, 1H), 2.30 (s, 3H), 1.95-1.85 (m, 2H), 1.55-1.45 (m, 2H), 
1.20-1.10 (2 s, 12H). 

Example 149 

f4-Be n zorb1tMop1^-2-vl-P ^ 




The title compound was prepared analogous to Method A, starting from 2,4-dichloro- 
pyrimidine, benzo[b]thiophen-2-boronic acid and 4-amino-l-benzyl-piperidine. 
MS (EI): 400 [M+] 

^-NMR (DMSO-de): 8 (ppm) 8.35 (m, 1H), 8.25 (s, 1H), 8.10-8.00 (m, 2H), 7.95 (m, 1H), 
7.45-7.40 (m, 3H), 7.35-7.20 (m, 5H), 3.85-3.70 (m, 1H), 3.50 (s, 2H), 2.85-2.70 (m, 2H), 2.15 
1.85 (m, 4H), 1.60-1.50 (m, 2H). 
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Example 150 

(4-Benzonj1thiophen-2^^ 




I^N 1 NH 



Compound of Example 149 (4.0 g, 10.0 mmol) was dissolved in 100 ml of EtOH and 
hydrogenated in the presence of 200 mg palladium on charcoal 10% at room temperature and 1 
bar for 5 hours. Then the mixture was filtered through Hyflo and evaporated. The crude was 
purified by chromatography on silicagel (DCM/MeOH/ammonia : 8/2/0.2). Yield: 2.76 g (89%). 
MS (ESI): 311.1 [M+H] + 

/H-NMR (DMSO-dfi): 5 (ppm) 8.70-8.55 (m, 1H), 8.45-8.25 (m, 2H), 8.05-8.00 (m, 1H), 7.95- 
7.90 (m, 1H), 7.65-7.60 (m, 1H), 7.50-7.40 (m, 2H), 7.30 (m, 1H), 4.10-4.00 (m, 1H), 3.40-.3.30 
(m, 2H), 3.15-3.00 (m, 2H), 2.20-2.05 (m, 2H), 1.85-1.70 (m, 2H). 

Example 151 

3-r4-(4-Benzon3lmiophen-2-vl-pvrim 



The title compound was prepared starting from Example 150 analogous to Example 86. 
MS (ESI): 364 [M+H] + 

! H-NMR (DMSO-de): 8 (ppm) 8.35 (d, 1H), 8.25 (s, 1H), 8.05-8.00 (m, 1H), 7.95-7.90 (m, 1H), 




7.45-7.40 (m, 2H), 7.25 (d, 1H), 3.85-3.70 (m, 1H), 3.00-2.90 (m, 2H), 2.75-2.70 (m, 2H), 2.65- 
2.60 (m, 2H), 2.20-2.10 (m, 2H), 2.00-1.85 (m, 2H), 1.65-1.50 (m, 2H). 
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Examole 152 

r4-f6-Methoxv-benzorb1thiophen-2-vlVpvrimidin-2-v l 1-f2.2.6.6-tetram 



The title compound was prepared analogous to Method C, starting 6-methoxy- 
benzo[b]thiophen-2-boronic acid and (4-CMoro-pyniridin-2^ 
yl)-amine. 

MS (ESI): 397.2 [M+H] + 

'H-NMR (DMSO-dg): 8 (ppm) 8.35-8.25 (m, 1H), 8.17 (s, 1H), 7.80 (d, 1H), 7.60-7.55 (m, 1H), 
7.20-7.15 (m, 1H), 7.05-7.00 (m, 1H), 4.40-4.25 (m, 1H), 3.86 (s, 3H), 1.90-1.75 (m, 2H), 1.40- 
1.00 (m, 16H). 

Example 153 

2-r2-(2.2.6.6-TetrameAvl-piperidin-^ 



Compound of Example 152 (200 mg, 0.5 mmol) was dissolved in 10 ml hydrobromic 
acid 48% and stirred at 120 °C for 20 hours. Afterwards the mixture was evaporated and the 
crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : 8/2/0.2). Yield: 120 
mg (62 %). 

MS (ESI): 383.1 [M+Hf 

'H-NMR (DMSO-ds): 5 (ppm) 8.45 (m, 1H), 8.10 (s, 1H), 7.70 (d, 1H), 7.25 (m, 1H), 7.10 (d, 
1H), 6.90 (d, 1H), 4.35-4.25 (m, 1H), 1.95-1.70 (m, 2H), 1.40-1.05 (m, 14H). 



amine 




o 



/ 




OH 
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Example 154 

r4-(6-Ethoxv-benzorb1^ 



Compound of Example 153 (76 mg, 0.2 mmol), triphenylphosphine (80 mg, 0.3 mmol) 



silicagel (DC3vl/MeOH/ammonia : 9/1/0. 1). Yield: 33 mg (40 %). 
MS (ESI): 411 [M+H] + , 
J H-NMR (DMSO-d*, 120 °C): 8 (ppm) 8.35 (d, 1H), 8.10 (s, 1H), 7/75 (d, 1H), 7.50 (m, 1H), 
7.15 (m, 1H), 7.05 (m, 1H), 4.45-4.40 (m, 1H), 4.15 (qa, 2H), 2.15-2.10 (m, 2H), 1.75-1.65 (m, 
2H), 1.65 (s, 6H), 1.55 (s, 6H), 1 .40 (t, 3H). 

Example 155 

r4-(6-Allvloxv-benzon>1thfo^ 
amine 



Compound of Example 153 (191 mg, 0.5 mmol) was suspended in 2 ml 
dimethylformamide. 24 mg (0.5 mmol) sodium hydride was added in small portions at room 
temperature. After 15 minutes 72 mg (0.6 mmol) allylbromide was added and the mixture was 
stirred at 100 °C for 2 hours. Then the cooled solution was poured on 200 ml water and extracted 




and EtOH (30 mg, 0.65 mmol) were suspended in 8 ml of THF, then diethylazodicarboxylate (52 
mg, 0.3 mmol) dissolved in 4 ml THF was added dropwise. This mixture was stirred at room 
temperature over night and afterwards evaporated. The crude was purified by chromatography on 




4-33165P1 

with EtOAc. The crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : 
9/1/0.1). Yield: 110 mg (52 %). 
MS (ESI): 423 [M+H] + 

'H-NMR (DMSO-d6, 120 °C): 5 (ppm) 8.35 (d, 1H), 8.10 (s, 1H), 7.80 (d, 1H), 7.55 (m, 1H), 
7.15 (d, 1H), 7.05 (m, 1H), 6.15-6.05 (m, 1H), 5.45-5.40 (m, 1H), 5.30-5.25 (m, 1H), 4.70 (m, 
2H), 4.45-4.35 (m, 1H), 2.15-2.10 (m, 2H), 1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 

Example 156 

r4-(6-Oxiranv1memoxv-benzorb1thioDhe^ 
ylVamine 




i 

Starting from title compound of Example 153 this compound was O-alkylated analogous 
to Example 155. 
MS (ESI): 475 [M+HC1+H] + 

'H-NMR (DMSO-de, 120 °Q: 5 (ppm) 8.35 (d, 1H), 8.10 (s, 1H), 7.80 (d, 1H), 7.55 (m, 1H), 
7.15 (d, 1H), 7.05 (m, 1H), 4.45-4.40 (m, 1H), 4.15-4.10 (m, 2H), 3.80-3.65 (m, 2H), 2.15-2.05 
(m, 2H), 1.75-1.70 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H). 
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Example 157 

l-Isopropvlamino-3-12-r2-(2.2.6.6-tetrame^ 
benzorb1thiophen-6-v1oxvl-propan-2-ol 



(1.7 mmol) isopropylamine added. This mixture was stirred for 24 hours at 70 °C. After 
evaporation the crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : . 
85/15/1.5). Yield: 38 mg (78 %). 
MS (ESI): 498 [M+H] + 

'H-NMR (DMSO-ds, 120 °C): 6 (ppm) 8.35 (d, 1H), 8.10 (s, 1H), 7.80 (d, 1H), 7.55 (m, 1H), 
7.15-7.05 (m, 2H), 4.45-4.40 (m, 1H), 4.40-4.30 (m, 1H), 4.20-4.15 (m, 2H), 3:45-3.35 (m, 1H), 
3.25-3.15 (m, 1H), 3.05-3.00 (m, 1H), 2.15-2.05 (m, 2H), 1.80-1.70 (m, 2H), 1.65 (s, 6H), 1.55 
(s, 6H), 1.35-1.30 (m, 6H). 

Example 158 

r4-(6-Mefooxv-benzon>1ftiophen-2-^ 
4-vl^-atnine 



The title compound was prepared analogous to Method A, starting 6-methoxy- 
benzo[b]thiophene-2-boronic acid, 2,4-dichloro-5-methyl-pyrimidine and 4-amino-2,2,6,6- 
tetramethylpiperidine. 




Compound of Example 156 (44 mg, 0.1 mmol) was dissolved in 2 ml ethanol and 100 mg 
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MS(ESI):411 [M+H] + 

! H-NMR (DMSO-dg, 120 °C): 8 (ppm) 8.20 (s, 1H), 7.90 (s, 1H), 7.80 (d, 1H), 7.45 (m, 1H), 
7.05-7.00 (m, 1H), 4.40-4.30 (m, 1H), 3.90 (s, 3H), 2.45 (s, 3H), 1.95-1.90 (m, 2H), 1.35 (s, 6H), 
1.25-1.15 (m, 2H0, 1.10 (s, 6H). 



henzorb1thiophen-6-vlox Y>-propan-2-ol 



The title compound was prepared starting with compound from Example 158 using 
analogous procedures as described in Example 153 for the demethylation step, Example 156 for 
the o-alkylation step and Example 157 for epoxide opening. 
MS (ESI): 512 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 8 (ppm) 8.25 (s, 1H), 8.10 (s, 1H), 7.90-7.85 (m, 1H), 7.60 (m, 
1H), 7.10-7.05 (m, 1H), 4.45-4.35 (m, 1H), 4.35-4.25 (m, 1H), 4.15-4.10 (m, 2H), 3.40-3.30 (m, 
1H), 3.20-3.15 (m, 1H), 3.05-2.95 (m, 1H), 2.45 (s, 3H), 2.10-2.00 (m, 2H), 1.65-1.50 (m, 14H), 
1.30 (dxd, 6H). 



M-(3-Ainino-pmpv1Vpiperidin-4-vl1^ 



Example 159 




Example 160 
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Compound of Example 151 was reduced with LAH in THF at 60 °C analoguos to 
Example 53. 
MS (ESI): 368 [M+H] + 

'H-NMR (DMSO-d6,120 °C): 6 (ppm) 8.40 (d, 1H), 8.15 (s, 1H), 8.00-7.90 (m, 2H), 7.45-7.40 
(m, 2H), 7.20 (d, 1H), 4.20-4.10 (m, 1H), 3.60-3.30 (m, 6H), 3.05 (t, 2H), 2.35-2.05 (m, 6H). 



A solution of 2,2,6-trimethyl-piperidin-4-one (790 mg, 5.6 mmol) in 23 ml of MeOH was 
treated with ammonium acetate (4.6 g, 56.0 mmol) and sodium cyanoborohydride (0.27 g, 3.9 
mmol). This mixture was stirred at room temperature for 24 hours. Afterwards 5 ml 1N-HC1 
were added and stirring continued for 20 minutes. For extraction with EtOAc the solution was 
basified with 40% NaOH. The crude was purified by chromatography on silicagel 
(DCM/MeOH/ammonia : 6/4/0.4). Yield: 0.39 g (49 .%). 

Step B: r4-BenzorbltMo phen-2-vl-pvrirmdin-2-vlV(2.2.6-trime^ 

The title compound was prepared analogous to Method A, starting from 2,4-dichloro- 
pyrimidine, benzo[b]thiophen-2-boronic acid and 2,2,6-trimethyl-piperidin-4-ylamine. 



MS (ESI): 353 [M+H] + 

1 H-NMR (DMSO-de, 120 °C, diastereomeric mixture): 8 (ppm) 8.45-8.40 (m, 1H), 8.20 (m, 1H), 
8.00-7.95 (m, 1H), 7.95-7.90 (m, 1H), 7.45-7.40 (m, 2H), 7.25-7.20 (m, 1H), 4.30-4.25 (m, 1H), 
3.90-.3.80 (m, 1H), 2.30-2.20 (m, 1H), 2.15-1.95 (m, 2H), 1.90-1.85 (m, 1H), 1.50-1.35 (m, 9H). 



Example 161a 




Step A: 2.2.6-Trimethvl-piperdin-4-vlamine 
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Example 161b 

(5-£za-§ B iroI2 i an^^ 




Ste p A: S-Amino-S-aza-spim H Slnonane-5-carboxvlic acid tert-butyl ester 

NH 2 




A of solution 8-Oxo-5-aza-spiro[3.5]nonane-5-carboxylic acid tert-butyl ester 
{Tetrahedron Letters 42, 4815 (2001)) (488 mg, 2.04 mmol) in 1 1 ml of MeOH was treated with 
ammonium acetate (1.5 g, 20.4 mmol) and sodium cyanoborohydride (100 mg, 1.6 mmol). This 
mixture was stirred at room temperature for 72 hours. Afterwards 0.8 ml 1N-HC1 were added and 
stirring continued for 10 minutes. For extraction with EtOAc the solution was basified with 1N- 
NaOH. The crude was purified by chromatography on silicagel (DCM/MeOH/ammonia : 
9/1/0.1). Yield: 0.27 g (55 %). 

Step B: (5-Az3- R pirnr^.51non- 8 -v1W4-h e nzorb1thionhen-2-yl-PYrimidin-2-yl>amine 

The racemic title compound was prepared analogous to Method A, starting from 2,4- 
dichloro-pyrimiQine, benzo[b]thiophen-2-boronic acid and 8-Amino-5-aza-spiro[3.5]nonane-5- 
carboxylic acid tert-butyl ester followed by BOC-deprotection with 4N-HC1 in dioxane. 
MS (ESI): 351 [M+Hf 

'H-NMR (DMSO-d5, 120 °C): 6 (ppm) 8.45 (d, 1H), 8.20 (s, 1H), 8.00-7.90 (m, 2H), 7.45-7.40 
(m, 2H), 7.25 (d, 1H), 4.15-4.05 (m, 1H), 3.35-3.30 (m, 1H), 3.00-2.95 (m, 1H), 2.50-2.30 (m, 
4H), 2.15-1.95 (m,4H), 1.85-1.75 (m,2H). 
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Example 161c 

(4-BenzoMtmophen-2- vl-pvrimirtn-2-vlW 




Step A: /rgyig-(2.6-Dimethvl-piperidin-4-vlVamine 

The title compound was prepared from frans-(2,6-dimemyl-piperidin-4-yl)-carbamic acid 
tert-butyl ester (separated by chromatography from its cis-isomer as described in WO-97/36871) 
followed by BOC-deprotection with 4N-HC1 in dioxane. 

StepB: (4-Benzorb1miop hen-2-vl-pvrirradin-2-vllta^ 

The racemic title compound was prepared analogous to Method A, starting from 2,4- 
dicMoro-pyrimidine, benzo[b]thiophen-2-borpnic acid and rm/wr-(2,6-dimethyl-piperidin-4-yl> 
amine from step A. 
MS (ESI): 339 [M+H] + 

! H-NMR (DMSO-de): 8 (ppm) 8.37 (d, 1H), 8.3 (s, 1H), 8.03 (m, 1H), 7.93 (m, 1H), 7.4-7.5 (m, 
2H), 7.28 (d, 1H), 4.25 (br m, 1H), 3.75 (br m, 1H), 3.52 (br m, 1H), 2.05-2.17 (m, 2H), 1.8-2.0 
(m,8H). v 

The following compounds (Examples 162 to 167) were prepared analogous to Method C, 
starting from the appropriate known benzthiophene derivatives and (4-chloro-pyrimidin-2-yl)- 
(2,2,6,6-tetramethyl-piperidin-4-yl)-amine. Functional groups were protected prior to boronic 
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acid fonnation 
literature 



ion and deprotected after Suzuki-coupling, using standard methods described in 



Examelg 162 
irnidin^vlV^^^^-tetramethvl-pit 



irfm-4-vlVamine 




MS (ESI): 3813 [M+H] + 

•H-NMR (DMSO^): 6 (ppm) 8.45-8.40 (m, 1H), 8.00-7.90 (m, 2H), 7.60-7.50 (m. INK), 7.50- 
7.45 (m, 2H), 4.45-4.35 (m, 1H), 2.75 (s. 3H), 2.10-2.00 (m, 2H), 1.65-1.45 (m, 14H). 



fd-C^-Metfayl-^enzorbltV ii^plien^-vlVt 



F.vample 163 

idin-'2-v | H' > 2 ,6-tetramet 




MS (ESI): 381.1 [M+H] + ittn _ 0 _ 

'H-NMR (DMSO-d*): 8 (p P m) 8.45-8.40 (m,lH), 8.20 (s, 1H), 7.85 (d, 1H), 7.70 (s, 1H), 7.25 
(d, 1H0, 7.10 (m, 1H), 4.40-4.30 (m, 1H), 2.45 (s, 3H), 1.95-1.75 (m, 2H), 1.54-1.05 (m, 14H). 



[A-P-Methoxv 



Example 164 

, ^^^^nnhen-2-yn r ^-^--^- f2 ° 6 6 tPmTnethyl-piperidin-4-yl), 



amine 




4-33165P1 



-.125- 



MS (ESI): 397 [M+H] + 

^-NMR (DMSO-d^): 5 (ppm) 8.45-8.35 (m, 1H), 8.25 (br.,s, 1H), 7.55-7.48 (m, 1H), 7 45^7.35 



(t, 1H), 7.30-7.20 (m, 1H), 7.05-7.00 (m, 1H), 4.40-4.30 (m, 1H), 3.97 (s, 3H), 2.10-1.80 (m, 
2H), 1.60-1.00 (m, 16H). 

Example 165 

(4-Benzorb1thiophen-5-vl-p\mmidin-2-vlM 



MS (ESI): 366 [M+Hf 

^-NMR (DMSO-dfi, 120 °C): 6 (ppm) 8.35 (d, 1H), 8.10-8.05 (m, 2H), 7.95 (d, 1H), 7.55 (m, 
1H), 7.10 (d, 1H), 4.40-4.30 (m, 1H), 1.95-1.90 (m, 2H), 1.35 (s, 6H), 1.30-1.20 (m, 2H), 1.10 (s, 
6H). 

Example 166 

(4-BenzoMthiophen-2-vl-pyrinudin-2-vlV(2.2.6.6-tetramethvl-piperidin-4-vl)- 



MS (ESI): 367 [M+H] + 

1 H-NMR (DMSO-dg): 5 (ppm) 9.45-9.35 (m, 1NH), 8.40 (d, 1H), 8.35 (s, 1H), 8.05-8.00 (m, 
1H), 7.95-7.90 (m, 1H), 7.50-7.40 (m, 2H), 7.35 (d, 1H), 4.50-.4.40 (m 1H), 2.10-2.00 (m, 2H), 
1.70-1.55 (m, 8H), 1.50 (s, 6H). 
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ExamEle 167 

2^&2^&D*^ ^ 

acid r2-<nethvlamino-eth vlVamide 




MS (ESI): 509 [M+H] + 

'H-NMR (DMSO-d6,120°C): 5 (ppm) 8.40 (d, 1H), 8.20-8.15 (m, 2H), 8.05 (d, 1H), 7.50 (t, 1H), 
7.20 (d, 1H), 4.45-4.40 (m, 1H), 3.85 (qa, 2H), 3.35 (t, 2H), 3.25 (qa, 4H), 2.15-2.10 (m, 2H), 
1.75-1.65 (m, 2H), 1.65 (s, 6H), 1.55 (s, 6H), 1.35 (t, 6H). 



Example 168 

g^Aza^bjgjglglS^^lloc^^ 

,NH 




The title compound was prepared analogous to Method B, using benzo[b]thiophen-2- 
boronic acid, 4-chloro-2-methylthiopyrimidine and (lR,5S)-3-amino-8-aza-bicyclo[3.2.1]octane- 
8-carboxylic acid tert-butyl ester (WO 99/36424). Finally, the BOC group was cleaved with 
HCl/ethanol. 
MS (EI): 336 [M+] 

^-NMR (DMSO-ds): 8 (ppm) 8.36 (d, 1H), 8.27 (s, 1H), 8.03 (m, 1H), 7.91 (m, 1H), 7.43 (m, 
2H), 7.23 (d, 1H), 6.93 (br s, 1H), 3.98 (m, 1H), 3.35 (m, 2H), 2.00 (m, 4H), 1.82 (m, 2H), 1.66 
(m, 2H). 



4-33165P1 




- 127- 



Example 169 

8-Aza-bicvc1or3.2J1oct-3-vW4-te^ 

T H 

The title compound was prepared analogous to Method B, using benzo[b]thiophen-2- 
boronic acid, 4^hloro-2-methylthiopyrirnidine and (lR,5S)-3-amino-8-aza-bicyclo[3.2.1]octane- 
8-carboxylic acid tert-butyl ester (WO 99/36424). Finally, the BOC group was cleaved with 
HCl/ethanol. 
MS (EI): 336 [M+] 

'H-NMR (DMSO-de): 8 (ppm) 8.33 (br s, 1H), 8.25 (s, 1H), 8.02 (br s, 1H), 7.92 (m. 1H), 7.42 
(m, 2H), 7.20 (d, 2H), 7.11 (br s, 1H, NH), 4.20 (m, 1H), 3.46 (br s, 2H), 1.60-2.12 (m, 6H), 1.48 
(brt,2H). 

Example 170 

(2R.4Ry4-(4-Benzorb1thiophen-2-vl-Pvrinn^ 
ester 




The title compound was prepared from 4-benzo|>]tMophen-2-yl-2-cWoro-pyrimidine and 
(2R,4R>4-amino-piperidine-l^-dicarboxyUc acid 1-tert-butyl ester 2-methyl ester according to 
Step C of Method A. Yield 45 mg (45%). 
MS (ESI): 369.0 [M+H]+ 

J H-NMR (DMSO-de): 5 (ppm) 8.38 (d, 1H), 8.29 (s, 1H), 8.05 (m, 1H), 7.93 (m, 1H), 7.45 (m, 
2H), 7.32 (br d, 1H), 7.25 (d, 1H), 3.99 (m, 1H), 3.77 (m, 1H), 3.71 (s, 3H), 2.88 (m, 2H), 2.06 
(m, 1H), 1.85 (m, 2H), 1.51 (m, 1H). 
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Example 171 

(4-Benzon?1ftiophen-2-vl-5-Tnethvl-p^^ 




The title compound was prepared analogous to Steps B and C of Method A, starting from 
benzo[b]thiophene-2-boronic acid, 2,4-dichloro-5-methyl-pyrimidine and 4-amino-2,2,6,6- 
tetramethylpiperidine. 
MS (ESI): 381 [M+H] + 

! H-NMR (CDC1 3 ) 8 (ppm) 8.09 (br s, 1H), 7.78 (br m, 3H), 7.31 (br m, 2H), 4.74 (d, 1H), 4.34 
(m, 1H), 2.42 (s, 3H), 2.06 (dd, 2H), 1.18 (br s, 6H), 1.12 (br s, 6H), 0.97 (br t, 2H). 



PHENYLS 
Example 172 

r4-(4-Pvridin^vl-phenvlVpvrim^ 




Step A: 4-f4-Bromo-phenvn-2-methvlsulfanv 1-pvrimidine 




2-MemyltWo^tributylstannylpyrirnidine (3.5 g, 7.5 mmol), PdCl 2 (525 mg, 0.75 mmol) 
and 1,4-dibromobenzene (5.3 g, 22.5 mmol) were refluxed in xylene (75 ml) for 30 minutes, 
filtered and poured directly on a column of silicagel. Chromatography (acetone/hexanes : 3/97 to 
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5/95) gave the title compound as white solid, which was crystallized from hexanes. Yield: 1.1 g 
(52%). 



Step B: 4-(4-BroTno-phenvn-2-meth anesulfinvl-pvrimidine 




Br 



A solution of 4-(4-Bromo-phenyl)-2-memylsulfanyl-pyrimidine (1.1 g, 3.91 mmol) in 
DCM (33 ml) was cooled to 0 °C and treated within 1 hour with several portions of mCPBA 
(content 70%, 1.1 g, 4.46 mmol) under TLC-control. The reaction mixture was washed with 2N- 
solution of sodium carbonate, the organic phase dried over sodium sulfate, filtered and 
evaporated to dryness and purified by chromatography on silicagel (acetone/hexanes : 50/50 to 
75/25) to give the title compound as white crystals. Yield: 700 mg (60%). 

StepC: r4-(4-BromophenvlVpvrirmdin-2-v^^ 



4-(4-Bromo-phenyl)-2-memanesulfinyl-pyrimidine (0.25 g, 0.84 mmol) and 4-amino- 
2,2,6,6,-tetramethylpiperidine (1 ml) were heated for 45 minutes at 130 °C. Evaporation and 
chromatography on silicagel (EtOAc/MeOH/ammonia : 95/4.5/0.5 to 90/9/1) gave the tide 
compound as white crystals. Yield: 260 mg (78%). 

StepD: r4-(4-Pvridin^vl-p henvlV pvri m ^ 

[4-(4-Bromophenyl)-pyrinndin-2-ylM^ 
0.3 mmol), PdCl 2 (PPh 3 )2 (21 mg; 0.03 mmol) and 4-tributylstannanyl-pyridine (221 mg; 0.6 
mmol) were heated in xylene (3 ml) at 100 °C for 1 hour. The reaction mixture was filtered, 




Br 



4-33165P1 

-130- 

W i 

evaporated and purified by preparative HPLC to give the title compound as a white solid. Yield: 

20 mg (17%). 

MS (ESI): 388 [M+H] + 

'H-NMR (CDC1 3 ): 8 (ppm) 8.72 (d, 2H), 8.40 (d, 1H), 8.20 (d, 2H), 7.78 (d, 2H), 7.59 (d, 2H), 
7.05 (d, 1H), 5.00 (d, 1H, NH), 4.50 (bs, 1H), 2.16 (dd, 2H), 1.37 (s, 6H), 1.30 (m, 1H, NH), 1-20 
(s,6H),1.07(brt,2H). 

Example 173 

1-Methvl^{4-r2-r2.2.6.6-tetram^ 
4-Ql 




I 

[4-(4-Bromophenyl>pyrimidin-2^^ 
0.3 mmol) in THF/isopentane (3 ml/0.6 ml) was cooled to -100 °C. nBuIi (1.6M in hexane, 0.56 
ml; 0.9 mmol) was added within 5 minutes and the reaction mixture stirred for 15 minutes at this 
temperature. N-methyl-4-piperidone (71 jd, 0.6 mmol) was added in THF (71 /il)> the reaction 
mixture stirred for 10 minutes at -100 °C, poured on water and extracted three times with 
EtOAc. The combined organic phases were dried over sodium sulfate, filtered, evaporated to 
dryness and purified via chromatography on silicagel (EtOAc/MeOH/ammonia : 90/9/1 to 
80/18/2) to give the title compound as a white solid. Yield: 25 mg (17%). 
MS (ESI): 424 [M+H] + 

'H-NMR (CDC1 3 ): 8 (ppm) (mixture of tautomers) 8.33 (d, 1H), 8.07 (d, 2H), 7.63 (d, 2H), 7.00 
(m, 1H), 4.95 (d, 1H), 4,45 (m, 1H), 3.25 (s, 1H, OH), 2.43 (d, 3H, NMe), 2.30-3.00 (m, 4H), 
1.27-2.18 (m, 9H), 1.21 (s, 12H). 
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Example 174 

r4-(4-Pwidin-3-vl-phenvlVpvrim 



(4-bromophenyl)-pyrimidin-2-yl]-(2,2 ,6,6-tetramethyl-piperidin-4-yl)-amine and 3- 
tributylstannanyl-pyridine. Yield: 45 mg (24%). 
MS (ESI): 388 [M+H] + 

^-NMR (CDC1 3 ): 5 (ppm) 8.93 (d, 1H), 8:65 (dd, 1H), 8.38 (d, 1H), 8.18 (d, 2H), 7.97 (dt, 1H), 
7.73 (d, 2H), 7.42 (dd, 1H), 7.04 (d, 1H), 4.97 (d, 1H), 4.50 (m, 1H), 2.16 (dd, 2H), 1.40 (s, 6H), 
1.20 (s, 6H+NH), 1.06 (t, 2H). 

Example 175 

r4-(4-P\ridin-2-vl-phenvlVpvriim^ 



The title compound was prepared analogous to Step D of Example 172, starling from [4- 
(4-bromophenyl)-pyrimi(fin-2-yfl and 2- 

tributylstannanyl-pyridine. Yield: 85 mg (44%). 
MS (ESI): 388 [M+H] + 

^-NMR (CDC1 3 ): 5 (ppm) 8.75 (d, 1H), 8.38 (d, 1H), 8.19 (d, 2H), 8.12 (d, 2H), 7.82 (m, 2H), 
7.28 (m, 1H), 7.05 (d, 1H), 4.97 (d, 1H, NH), 4.50 (m, 1H), 2.16 (dd, 2H), 1.40 (s, 6H), 1.20 (s, 
6H + NH),1.06(t,2H). 




The title compound was prepared analogous to Step D of Example 172, starting from [4- 
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Example 176 

{4_r4-(4-Methvl-piperazin-l-vlVp^ 
amine 



[4<4-Bromophenyl)-pyjimidin-2-yl]-(2,2,6,^^^ 
of Example 172, 286 mg, 0.73 mmol), NaOtBu (78 mg, 0.8 mmol), N-methylpiperazine (90 pi, 
0.8 mmol), R-(+)-BINAP (6 mg, 0.009 mmol) and Pd(OAc)2 (2 mg, 0.008 mmol) were refluxed 
in 1,4-dioxane (2 ml) for 18 hours, diluted with EtOAc and filtered through a bed of silicagel 
(EtOAc/MeOH/ammonia : 90/9/1) to yield the title compound in low purity. Further purification 
via preparative HPLC rendered the desired compound as a colorless foam. Yield: 50 mg (16%). 
MS (ESI): 409 [M+H] + 

'H-NMR (CDC1 3 ): 8 (ppm) 8.25 (d, 1H), 8.00 (d, 2H), 6.98 (d, 2H), 6.92 (d, 1H), 4.85 (d, 1H, 
NH), 4.47 (m, 1H), 3.37 (dd, 4H), 2.60 (dd, 4H), 2.38 (s, 3H), 2.12 (dd, 2H), 1.38 (s, 6H), 1.57 
(br s, 1H, NH), 1.19 (s, 6H), 1.02 (t, 2H). 



{4-f6-( ^-Am inrv3-inemvl-butvn-Pvridin-3-vl1-Pvriniidin-2-vn-f 2.2.6.6-te 




Example 177 



vlVamine 
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Step A: 3-(5-Bromo-pvridin-2-vlV 1 J-dimethvl-prop-2-vnvlamine 




2,5-Dibromopyridine (1.19 g, 5 mmol), l,l^methylpropargylamine (O.? ml, 6 mmol), 
Cul (300 mg), PdCl 2 (PPh 3 )2 (175mg, 0.25mmol) in triethylamine (50 ml) were refluxed for 1 
hour. The reaction mixture was poured on water and extracted 3 times with EtOAc. The 
combined organic phases were dried over sodium sulfate, filtered and evaporated to dryness and 
purified via chromatography on silicagel (TBME/MeOH/ammonia : 98/1.8/0.2 to 95/4.5/0.5) to 
give the title compound as slightly colored foam. Yield: 1.5 g (87%) 

Step B: 1 J-Dimethvl-3-r5-(2-methvlsu^ 



methyltMo^tri-butylstannylpyrimidine (1.83 g, 4.4 mmol) and PdCl2(PPh 3 )2 (154 mg, 0.22 
mmol) in toluene (22 ml) were refluxed under argon for 2 hours. A second portion of 2- 



compound as orange-brown solid, which was recrystallized form ether/hexanes. Yield: 500 mg 




3-(5-Bromo-pyridin-2-yl)- 1 , 1 -dimethyl-prop-2-ynylamine (1.05 g, 4.4 mmol), 2- 



methylthio-4-tri-n-butylstannylpyriinidine (1.83 g, 4.4 mmol) was added and the mixture 
refluxed for 1 hour. The reaction mixture was filtered, evaporated and purified via 
chromatography on silicagel (TBME/MeOH/ammonia : 97/2.7/0.3 to 95/4.5/0.5) to give the title 



(40%). 
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l 4 -Diniethyl.3-[5<2-methylsulfanyl-py^ 
(500 mg,' 1.76 mmol) in acetic acid/DCM (2.6 ml/8.8 ml) was treated at 0 °C with mCPBA 
(content 70%, 455 mg, 2.64 xnmol) for 10 minutes. The reaction nature was diluted with DCM 
and washed with 2N-solution of sodium carbonate. The organic phase was dried over sodrum 
sulfate, filtered, evaporated to give the title compound as brownish crystals. Yield: 500 mg 
(98%). 

Ste pD: {/Urfi-(3-Am ™^3-methvl-bt 
teti^emy i-piperidin-4-y^-amine 




3-[5-(2-Memanesuffinyl^^ 
(500 mg, 1.76 mmol) and 4-ammo-2,2,6,6.tetramethylpiperidine (0.61 ml, 3.54 mmol) were 
heated to 120 °C for 1 hour and the reaction mixture purified directly by chromatography on 
silicagel crBMEMeOH/ammonia : 95/4.5/0.5) to give the title compound as yellow crystals. 
Yield: 210 mg (28%). 



StepE: f4-r6-(3-Am ^n-' : <-Tnethvl-butvl , l 
pi peridin^- vlVamine 



ridin-3-vll-t 
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{4-[6-(3-Amino-3-memyl-but-l-ynyl)-pyri^ 
piperidin-4-yl)-amine (105 mg, 0.25 mmol) was dissolved in EtOH (100 ml) and hydrogenated at 
1 atm over Pd/C (10%, 105 mg) for 2 hours at room temperature. The reaction mixture was 
filtered, evaporated, taken up in TBME/MeOH/ammonia (90/9/1) and passed through a bed of 
silicagel to give the title compound as slightly yellowish crystals, crystallized from ether. Yield: 
35 mg (33%). 
MS (ESI): 398 [M+H] + 

'H-NMR (CDC1 3 ): 8 (ppm) 9.19 (s, 1H), 8.39 (d, 1H), 8.28 (d, 1H), 7.33 (d, 1H), 7.00 (d, 1H), 
5.02 (d, 1H), 4.49 (m, 1H), 2.97 (m, 2H), 2.15 (br d, 2H), 1.88 (m, 2H), 1.57 (br s, 2H, NH2), 
1.40 (s, 6H), 1.22 (s, 12H), 1.10 (brt, 2H). 

Example 178 

r4-(4_Memvlsulfanvl-phenvl^ 



The title compound was prepared according to Method C. To a degassed suspension of 
(4-chloro-pyrimidm-2-yl>(2,2,6,6-tetramemyl-piperid^ (1.07 g, 3.97 mmol) in 

10ml of 1-propanol were added bis(triphenylphosphine)palladium dichloride (112 mg, 0.16 
mmol), 4-(methylthio) phenylboronic acid (1.00 g, 5.95 mmol) and 8 ml of 2N-solution of 
sodium carbonate. The mixture was stirred at 85 °C for 2 hours. The reaction mixture was diluted 
with EtOAc, filtered through Celite and washed with water. The organic layer was dried and 
concentrated. The solid was purified by chromatography on silicagel (EtOAc/MeOH/ammonia : 
66/33/1) and crystallization from n-hexane. Yield: 1.12 g (79%). 
MS (ESI): 357.0 [M+H) + 

'H-NMR (DMSO-de): 5 (ppm) 8.32 (br d, 1H), 8.06 (d, 2H), 7.36 (d, 2H), 7.09 (d, 1H), 6.99 (br 
d, 1H), 4.31 (m., 1H), 2.54 (s, 3H), 1.81 (m, 2H), 1.24 (s, 6H), 1.07-1.23 (m, 3H), 1.05 (s, 6H). 
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Example 179 

(4^aphflialen-2^toS^ 




The title compound was prepared from (4^hloro-pyrimidin-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine and 2-naphthylboronic acid according to Method C (Example 178). Yield: 

142 mg (70%) 

MS (ESI): 361.0 rM+H] + 

1 H-NMR (DMSO-ds): 8 (ppm) 8.75 (m, 1H), 8.41 (s, 1H), 8.27 (m, 1H), 7.95-8.06 (m, 3H), 
7.57-7.63 (m, 2H),7.30 (s, 1H), 7.06-7.16 (m, 1H), 4.27-4.48 (m, 1H), 1.72-1.98 (m, 2H), 132 
(s, 6H), 1.10-1.30 (m, 3H), 1,06 (s, 6H). 

Example 180 



The title compound was prepared from (4-chloro-pyrimidin-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine and 4-bromophenylboronic acid according to Method C (Example 178). 
Yield: 620 mg (43%). 
MS (EST): 391.0 rM+H] + 

'H-NMR (DMSO-ds): 5 (ppm) 8.37 (m, 1H), 8.07 (m, 2H), 7.52 (d, 2H), 7.04-7.17 (m, 2H), 4.30 
(m, 1H), 1.71-1.87 (m, 2H), 1.23 (s, 6H), 1.07-1.20 (m, 3H), 1.05 (s, 6H). 
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Example 181 

(2.2.6.6-Tetramethvl-piperid 




The title compound was prepared from (4^W6ro-pyrimidm-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine and vinylphenylboronic acid according to Method C (Example 178). Yield: 



120mg(64%). 

MS (ESI): 337.0 [M+H] + 

'H-NMR (DMSO-dg): 8 (ppm) 8.34 (m, 1H), 8.1 l(m, 2H), 7.60 (d, 2H), 7.13 (d, 1H), 7.03 (m, 
1H), 6.81 (dd, 1H), 5.96 (d, 1H), 5.36 (d, 1H), 4.32 (m, 1H), 1.82 (m, 2H), 1.25 (s, 6H), 1.06- 
1.23 (m,3H), 1.05 (s,6H). 

Example 182 

. 4-r2-(2.2.6.6-Teti^emvl-piperidin-4-vlamino^-PvrinTidin-4-vl1-te^ 



To a solution of 4-bromo-benzenesulfonamide (500 mg, 2.33 mmol) in 5 ml DMSO were 
added PdCl 2 (dppf) (52 mg, 0.064 mmol), KOAc (623 mg, 6.36 mmol) and 
bis(pinacolato)diboron (592 mg, 2.33 mmol). The mixture was stirred at 80 °C for 16 hours. The 
reaction mixture was diluted with EtOAc and water and filtered through Celite. The organic layer 




StepA:4-(4.4.5.5-Tetramemvl-ri.3.21dioxaborolanT2-vl)-benzenesulf onamide. 
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was 



washed with water, dried and concentrated. The residue was triturated in ether, filtered and 
triturated again in 50ml 1N-HC1 to give the boronic acid ester. Yield: 406 mg (68%). 



StepB: 4-r2-r2-2-6.6-TetraTTiethvl^iperid™ 

The title compound was prepared from (4-chloro-pyrimidin-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amineand4-(4,4,5,5-te^ 
according to Method C (Example 178). Yield: 443mg (86%). 
MS (ESI): 388.0 [M-H]" 

*H-NMR (DMSO-ds): 8 (ppm) 8.39 (m, 1H), 8.23 (m, 2H), 7.88 (d, 2H), 7.12-7.21 (m, 2H), 
4.25-4.37 (m, 1H), 1.72-1.92 (m, 2H), 1.02-1.31 (m, 15H). 

Example 183 

N-(2-Hvdroxv-emvn-3-r2-f2.2.6.6-tetramemvl-pi p eridin-4-vlaminoV 
benzenesulfonamide 




Step A: f4-Phenvl-pvrimidiTi-2-vlVf2.2.6. 6-tetramemvl-pir^iidin-4-vl)-amine 



The title compound was prepared from (4-cWoro-pyrimidin-2-yl)-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine and phenylboronic acid according to Method C (Example 178). Yield: 
190mg(82%). 
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StepB: N-(2-Hvdroxv^thv1V3-r2-(2.2.6.6-tetrametb y1-piperidin-4-vlanunoVpvrinu 
benzenesul fonamide 



was concentrated and the residue was dissolved in 1ml THF. To the solution were added DIEA 
(73 mg, 0.57 mmol) and ethanolamine (69 mg, 1.13 mmol). The reaction mixture was stirred at 
60 °C for 2 hours. The solution was diluted with EtOAc and washed with aqueous NaOH and 
water. The organic layer was dried and concentrated. The solid was purified by preparative 
HPLC. Yield: 15 mg (3 1%). 
MS (ESI): 434.0 [M+Hf 

^-NMR (DMSO-ds): 8 (ppm) 8.55 (m, 1H), 8.41 (m, 1H),8.31 (m, 1H), 7.91 (d, 1H), 7.57-7.75 
(m, 2H), 7.14-7.24 (m, 2H), 4.69 (br t, 1H), 4^24-4.41 (m, 1H), 3.37 (m, 2H), 2.82 (m, 2H), 1.73- 
1.88 (m,2H), 1.04-1.32 (m,15H). 

Example 184 

(4_r4-(3-Aniino-3-mefovl-buWlVphem 



Step A: 1 4-r4-f3-Amino-3-methvl-but-l -vnvlVphenvn-pvrimid in-2-vl>-(2.2.6.6-tetramethvl- 
piperidin-^ -y1)-flmine 



A solution of (4-phenyl-pyrimidin-2-yl>(2,2,6,6-tetramemyl-piperidin-4-^ ( 35 

mg, 0.113 mmol) in 0.5 ml chlorosulfonic acid was stirred at 100 °C for 16 hours. The solution 



amine 





4-33165P1 



140- 



To a solution of [4<4-bromo-phenyl)-p^ 
yl)-amine (62 mg, 0.16 mmol) (Example 180) in 10ml triethylamine were added 
bis(triphenylphospMne)palladium dichloride (22 mg, 0.03 mmol), l,l-dimethyl-prop-2- 
ynylamine (166 fd, 1.43 mmol) and Cul (9.5 mg, 0.05mmol). The mixture was stirred at 95 °C 
for 16 hours. The reaction mixture was concentrated, the residue taken up in EtOAc and the 
organic phase was washed with water. The organic layer was dried and concentrated. Purification 
using preparative HPLC gave the title compound. Yield: 26 mg (42%). 

Step B: (4-f4-f3-Amino -^-Tnethvl-butvlVpheii 
4-vD-amine 

The title compound was prepared by hydrogenation of {4-[4-(3-amino-3-methyl-but-l- 
ynyl)-phenyl]-pyriniimn-2-yl}<2,2,6,6-tetramemyl-piperi using Pd/C in EtOH. 

Yield 12mg(47%). 
MS (ESI): 395.0 [M+Hf 

'H-NMR (DMSO-d6): 8 (ppm) 8.32 (m, 1H), 8.04 (m, 2H), 7.33 (d, 2H), 7.09 (d, 1H), 6.98 (m, 
1H), 4.32 (m, 1H), 2.68 (m, 2H), 1.05-1.89 (m, 27H). 



Example 185 

methvl ester 




4-33165P1 




• - 141 - 



Step A: 3-f 4~r2-(2,2.6.6-Tetramet^ 
acid 



hct^o 

The title compound was prepared from (4-chloro-pyrimidin-2-yl)^ 
piperidin-4-yl)-amine and 4-(2-carboxyethyl)phenylboronic acid according to Method C 
(Example 178). Yield: 1.4g (100%). 

Step B: 3-{4-r2-(2.2.6.6-Tetramethvl-piperi )-propionic 
acid methyl ester 

The title compound was prepared using thionyl chloride followed by methanol. Yield: 24 
mg (46%) 

MS (ESI): 397.0 [M+HTf 

! H-NMR (DMSO-do): 8 (ppm) 8.86 (m, 1H), 8.35 (d, 1H), 8.03 (m, 2H), 7.24-7.84 (m, 1H), 7.36 
(d, 2H), 7.16 (d, 1H), 4.37 (m, 1H), 3.58 (s, 3H), 2.92 (t, 2H), 2.68 (t, 2H), 2.06 (m, 2H), 1.35- 
1.59 (m, 15H). 

Example 186 

2-MethvM-H-r2-(2.2.6.6-tetram 



ho ^ 

To a solution of 3-{4-[2-(2,2,6,6-tetramethyl-piperi^ 
phenyl }-propionic acid methyl ester (100 mg, 0.25 mmol) (Example 185) was added an ether 
solution of methyllithium (505 fd/1.6 M) at -78° C. The solution was kept at -78 °C for 1 hour 
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and then quenched with saturated solution of ammonium chloride. Extraction with EtOAc and 
purification using preparative HPLC gave the title compound. Yield: 58 mg (58%). 
MS (ESI): 397 [M+H] + 

1 H-NMR (DMSO-de): 8 (ppm) 8.33 (m, 1H), 8.05 (m, 2H), 7.35 (d, 2H), 7.09 (d, 1H), 7.00 (m, 
1H), 4.32 (m, 1H), 4.28 (s, 1H), 2.70 (m, 2H), 1.84 (m, 2H), 1.68 (m, 2H), 1.25 (s, 6H), 1.17 (s, 
6H), 1.06-1.17 (m, 3H), 1.06 (s, 6H).S 

Example 187 

3-U-r2-(2.2.6 , 6-Tetr a methvl-pi^^ 




The title compound was prepared from 3-{4-[2-(2,2,6,6-tetramethyl-piperidin-4- 
ylanuno>pyrimidin-4-yl]-phenyl}-propionic acid (Step A of Example 185) and thionyl chloride 
followed by ammonia in MeOH. Yield: 5.3 mg (11%). 
MS (ESI): 382 [M+H] + 

'H-NMR (DMSO-ds): 8 (ppm) 8.70-8.96 (m, 1H), 8.35 (d, 1H), 8.04 (d, 2H), 7.67-7.92 (m, 1H), 
7.35 (d, 2H), 7.30(s, 1H), 7.16 (d, 1H), 6.77 (s, 1H), 4.38 (m, 1H), 2.87 (t, 2H), 2.40 (t, 2H), 2.05 
(m, 2H), 1.24-1.67 (m, 14H). 

Example 188 

{d-r4-(2-AminP-«thv1Vnhe^^^ 




NH 2 

A suspension of 3-{4-[2-(2,2,6,6-tetramemyl-p^ 
phenyD-propionic acid (100 mg, 0.26 mmol) (Step A of Example 185), triethylamine (37 fd, 
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0.26 mmol) and diphenylphosphoryl azide (57 ftl, 0.26 mmol) in 3 ml acetonitrile was heated for 
18 hours at 70° C. Then, 1.2 ml 0.4N-HC1 was added and the mixture was stirred for 1 hour at 
ambient temperature. The solution was diluted with water, extracted with ether and the aqueous 
phase was made basic with 2N-NaOH. Extraction with EtOAc and purification with preparative 
HPLC gave the title compound. Yield: 24 mg (26%). 
MS (ESI): 353 [M+H] + 

^H-NMR (DMSO-d<;): 8 (ppm) 8.31 (d, 1H), 8.02 (d, 2H), 7.33 (d, 2H), 7.04 (d, 1H), 6.22 (m, 
. 1H), 4.32-4.44 (m, 1H), 2.91 (t, 2H), 2.75 (t, 2H), 1.92 (dd, 2H), 1.28 (s, 6H), 1.17 (t, 2H), 1.10 
(s, 6H), 1.01-1.21 (m, 3H). 

Example 189 

3-f4-r2-(2. 2.6.6-Tetramemvl-pipe^ 




To a suspension of 3-{4-[2-(2,2,6,6-tetrame&yl-piperidin-4-ylam 
phenyl }-propionic acid (50 mg, 0.13 mmol) (Step A of Example 185) in 1 ml THF was added 
LAH (1M in THF, 393 jil, 0.393 mmol). The mixture was stirred at 60 °C for 1 hour. A saturated 
solution of sodium sulfate was added and the aqueous phase was extracted with EtOAc. The 
crude product was purified using preparative HPLC. Yield: 19 mg (39%). 
MS (ESI): 369 [M+Hf 

! H-NMR (DMSO-dg): 8 (ppm) 8.31 (br d, 1H), 8.03 (brd, 2H), 7.31 (d, 2H), 7.08 (d, 1H), 6.97 
(m, 1H), 4.47 (t, 1H), 4.30 (m, 1H), 3.43 (m, 2H), 2.67 (t, 2H), 1.69-1.89 (m, 4H), 1.00-1.28 (m, 
15H). 



» 
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Example 190 

{ d-r4-n-Amino-n rn ? v1Vphenvn- P v rimiHin-2-vn-(2.7. 6 6-mt ra methYl-pipmdin-4-Yl)-aimne 




Ste c A- T^nens^glMc acjdJdL b [2^^=^^ 
vn-phenvl> -propvl ester. 




to- 

The title compound was prepared from 3-{4-[2-(2,2,6,6-tetramethyl-piperidin-4- 
ylanunoVpyrimidin-^yU-phenylJ-propan-l-ol (Example 189) and p-toluenesulfonyl chloride in 
pyridine. Yield: 140 mg (45%). 



amine 

The title compound was prepared from toluene-4-sulfonic acid 3-{4-[2-(2,2,6,6- 
tetramemyl-piperidin^ ammonia in Me0a 

Yield: 4 mg (11%). 
MS (ESI): 368 [M+Hf 

1 H-NMR (DMSO-d*): 8 (ppm) 8.28 (m, 1H), 8.02 (m, 2H), 7.30 (d, 2H), 7.08 (m, 1H), 6.98 (m, 
1H), 4.28 (m, 1H), 2.63 (m, 4H), 1.61-1.88 (m, 4H), 1.00-1.32 (m, 17H). 
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Examnle 191 

f4-r4-r3-Memoxv-propvl>phenvl1-pvrir^ 

T 

The title compound was prepared from toluene-4-sulfonic acid 3-{4-[2-(2,2,6,6- 
tetramethyl-piperidin-4-ylarnino)-pyrimidin-4-yl]-phenyl^ ester (Step A of Example. 190) 

in MeOH. Yield: 3 mg (6%). 
MS (ESI): 383.0 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.35 (d, 1H), 8.03 (m, 2H), 7.34 (m, 3H), 7.16 (d, 1H), 4.38 (m, 
1H), 3.34 (t, 2H), 3.24 (s, 3H), 2.68 (t, 2H), 2.05 (m, 2H), 1.83 (m, 2H), 1.28-1.57 (m, 15H). 

Example 192 

4-{4-r2-(2 .2.6.6^Tetramewvl-piperidin^ 



N 

A solution of toluene-4-sulfonic acid 3-{4-[2-(2,2,6,6-tetrameth^^ 
pyrimidin^-yl]-phenyl}-propyl ester (80 mg, 0.15 mmol), (Step A of Example 190), KCN (20 
mg, 0.31 mmol) and a catalytic amount of potassium iodide in 2 ml DMSO was stirred for 2 
hours at 100 °C. The reaction mixture was diluted with EtOAc and washed with water. The crude 
product was purified using preparative TLC. Yield: 9 mg (16%). 
MS (ESI): 378.0 [M+H] + 

*H-NMR (DMSO-d*): 5 (ppm) 8.32 (m, 1H), 8.06 (m, 2H), 7.36 (d, 2H), 7.10 (d, 1H), 7.00 (m, 
1H), 4.32 (m, 1H), 2.75 (t, 2H), 1.92 (t, 2H), 1.82 (m, 2H), 1.01-1.30 (m, 17H). 
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Examole 193 

14-B-(4 = Amino = M 




To a solution of 4-{4-[2-(2,2,6,6-tetramemyl-p^ 
phenyl}-butyronitrile (Example 192) (37 mg, 0.10 mmol) in 2 ml THF was added LAH (1 M in 
THF, 294 Ml, 0.294 mmol). The reaction mixture was stirred at 60 °C for 2 hours. The mixture 
was quenched with 0.5 ml aqueous sodium sulfate, followed by 2N-NaOH (pH 11). Extraction 
with EtOAc and purification using preparative HPLC gave the title compound. Yield: 16 mg 
(43%). 

MS (ESI): 382.0 [M+H] + 

'H-NMR (DMSO-d*): 8 (ppm) 8.31 (m, 1H), 8.04 (m, 2H), 7.32 (d, 2H), 7.08(d, 1H), 6.98 (m, 
1H), 4.32 (m, 1H), 2.64 (t, 2H), 2.55 (t, 2H), 1.82 (m, 2H), 1.62 (m, 2H), 1.37 (m, 2H), 1.01-1.28 
(m, 17H). 

Example 194 
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Step A: 4-r4-(4.4.5.5-Tetramethvl-n .3.21dioxaborolan-2-vlVphenvl1-butan-2-one 




The boronic acid pinacol ester was prepared from 4-(4-bromo-phenyl)-butan-2-one and 



using silica gel chromatography (cyclohexane/EtOAc : 6/1). Yield 330 mg (70%). 

StepB: 4-{4-r2-(2.2.6.6-Tetramemvl-piperidin-4-vla^ 

The title compound was prepared from (4-cMorc^-pyrirmdm-2-y^^ 
piperidin-4-yl)-amineand4-[4-(4A5,5-t^^ 
one according to Method C (Example 178). Yield: 217mg (71%). 
MS (ESI): 381.0 [M+Hf 

'H-NMR (DMSO-de): 5 (ppm) 8.31 (m, 1H), 8.03 (m, 2H), 7.33 (d, 2H), 7.08(d, 1H), 7.00 (m, 
1H), 4.31 (m, 1H), 2.83 (s, 4H), 2.12 (s, 3H), 1.82 (m, 2H), 1.00-1.30 (m, 15H). 



4-f4-r2-(2.2.6.6-Teteamemvl-piperidin-4-vlaminoVpvrimidin-4-vl1-ph 



The title compound was prepared by reduction of 4-{4-[2-(2,2,6,6-tetramethyl-piperidih- 
4-ylammo)-pyrimidin-4-yl]-phenyl}-butan-2-one with sodium borohydride in MeOH. Yield: 196 
mg (100%). 

MS (ESI): 383.0 [M+Hf 



bis(pinacolato)diboron as shown in Step A of Example 182. The crude product was purified 



Example 195 




HO' 
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J H-NMR (DMSO-dfi): 5 (ppm) 8.33 (m, 1H), 8.05 (m, 2H), 7.33 (d, 2H), 7.10 (d, 1H), 7.01 (m, 
1H), 4.50 (d, 1H), 4.33 (m, 1H), 3.63 (m, 1H), 2.60-2.79 (m, 2H), 1.84 (m, 2H), 1.66 (m, 2H), 
1.02-1.30 (m, 15H), 1.12 (d, 3H). 



Example 196 




Sten A: Toluene-4-sulfonic acM 1-m e thvl-3-( 4 -r2-f2.2.6.6-tetramethvl-piperidin-4-Ylamino)- 
pyrimidin-4-vn-phenvl)-p ropvl ester 




The title compound was prepared from 4-{4-[2-(2,2,6,6-tetramethyl-piperidin-4- 
ylamino)-pyrimidin-4-yl]-phenyl}-butan-2-ol and p-toluenesulfonyl chloride in pyridine. Yield: 
182mg(93%). 

Ste p B: J 4-r4-n-Azido-buWlVphenvn-pvri m idin-2-vl)-(2.2.6,6-tetramethyl-piperi 
Amine. 
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The title compound was prepared from toluene-4-sulfonic acid l-methyl-3-{4-[2-(2,2,6,6- 
tetramemyl-piperidin^ylamiho)-pyrimidiri-4-yl]-phenyl} -propyl ester and sodium azide in 
DMF. Yield 96 mg (82%). 

Step C: i 4-r4-(3-Amino-butvlVphenvl1-pvrimidin-2-vl 1 -(2,2.6.6-tetramethyl-piperidin-4-vlV 
amine 

The title compound was prepared from { 4-[4-(3-azido-butyl)-phenyl]-pyrimidin-2-yl } - 
(2,2,6,6-tetramethyl-piperidin-4-yl)-amine by hydrogenation using PtC>2 in MeOH. Yield: 39 mg 
(87%). 

MS (ESI): 381.0 [M+Hf 

1 H-NMR (DMSO-dg): 8 (ppm) 8.33 (m, 1H), 8.05 (m, 2H), 735 (d, 2H), 7.10 (d, 1H), 7.00 (m, 
1H), 4.33 (m, 1H), 2.67 (m, 3H), 1.50-1.90 (m, 4H), 1.03-1.30 (m, 17H), 1.02 (d, 3H). 

Example 197 

2-Methvl-4-f4-r2-(2.2.6.6-tetramethvl-piperidin-4-vlaminoVpvrirm 
butvronitrile 




The title compound was prepared from toluene-4-sulfonic acid l-methyl-3-{4-[2-(2,2,6,6- 
tetramethyl-piperidin-4-ylaminb>pyrimidin-4-yl]-phenyl^ ester (Step A of Example 196) 

and NaCN in DMF. Yield 1 1 mg (72%). 
MS (ESI): 392.0 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.34 (m, 1H), 8.08 (m, 2H), 7.38 <d, 2H), 7.12 (br d, 1H), 7.03 
(m, 1H), 4.33 (m, 1H), 2.70-2.87 (m, 3H), 1.76-1.95 (m, 4H), 1.30 (d, 3H), 1.04-1.28 (m, 15H). 
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st ft p A- t-r^^ . S S-Tetramethvl-n .3.21dio xaboro1an-2-v l)-phenyn-propan-2-one 




The boronic acid pinacol ester was prepared from l-(4-bromo-phenyl)-propan-2-one and 
bis(pinacolato)diboron as shown in Step A of Example 182. The crude product was used without 
further purification. 



ian-2-one 




The tide compound was prepared from (4^Woro-pyrimidin.2-ylH2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine and l-[4-(4A5>tetramemyl-[l^^ 
one according to Method C (Example 178). Yield: 160mg (78%). 
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Step C: M4-r2-te.2.6.6-Tetramethvl-piperi 




The title compound was prepared by reduction of {4-[2-(2,2,6,6-tetramethyl-p^ 
ylamdno)-pyrimidin-4-yl]-phenyl}-propan-2-one with sodium borohydride in MeOH. Yield: 32 
mg(100%). 

StepD: Toluene-4-sulfonic acid l-methvl-2-f4-r2-(2.2A6-tetrame^ 
pvrimidin-4-vn-phenvl)-ethvl ester 




The title compound was prepared from l-{4-[2-(2,2,6,6-tetramethyl-piperidin-4- 
ylamino)-pyrimidin-4-yl]-phenyl}-propan-2-ol and p-toluenesulfonyl chloride in pyridine. Yield: 
177 mg (100%). 

Step E: l4-r4-Q-Azido-propvlVphen v^ 
amine 




The title compound was prepared from toluene-4-sulfonic acid l-methyl-2-{4-[2-(2,2,6,6- 
tetramethyl-piperidin^ylamino>^^ ester and sodium azide in DMR 

Yield 84 mg (64%). 
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The title compound was prepared from {4-[4-(2-azido-propyl)-phenyll-pyrimidin-2-yl}- 
(2,2 A64etramemyl-piperi(Hn-4-yl)-amine by hydrogenation using PtO z in MeOH. Yield: 38 mg 
(81%). 

MS (ESI): 368.0 [M+H] + 

'H-NMR (DMSO-cfe): 8 (ppm) 8.33 (m, 1H), 8.06 (m, 2H), 7.32 (d, 2H), 7.11 (br d, 1H), 7.01 
(m, 1H), 4.33 (m, 1H), 3.06 (m, 1H), 2.61 (br d, 2H), 1.83 (m, 2H), 1.02-1.30 (m, 17H), 0.99 (d, 
3H). 

Kxamnle 199 

3-f4-r2-(2.2^-6-Tetrametby1-pipeT^ 




Rt* P Ai4JB=^6^3^ame d H^ 



OH 



4-(tert-Butyl-dimethyl-silanyloxy)-phenylboronic ester (5.20 g, 20.6 mmol) and (4- 
cWoro-pyrinndin-2-y^^^ (554 g, 20.6 mmol) were 

reacted following the procedure given in Step C of Example 3 to give 6.48 g (19.9 mmol, 96%) 
of the title compound as a pale yellow solid. 
MS (ESI): 327 [M+H] + 

'H NMR (DMSO-d*) 5 (ppm): 10.0 (br s, 1H), 8.27 (d, 1H), 7.98 (d, 2H), 7.00 (d, 1H), 6.88 (br 
s, 1H), 6.86 (d, 2H), 4.33 (br s, IK), 1.78-1.88 (m, 2H), 1.25 (s, 6H), 1.10-1.15 (m, 2H), 1.06 (s, 
6H). 
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Step B: 2- f 442-(2.2.6.6-Tetramethvl-pjperi^^ 
benzonitrile 

4-[2-(2,2,6,6-Tetramethyl-piperidin^^ (200 mg, 0.61 

mmol), potassium carbonate (102 mg, 0.74 mmol) and 2-bromomethyl benzonitrile (120 mg, 
0.61 mmol) were stirred in dry DMF (5 ml) at 60 °C for 16 h. The Reaction was quenched by 
addition of water, The aquous phase was extracted with ethylacetate, washed with water and 
brine and the crude product was purified by crystallisation from ethanol/ether. 182 mg (0.41 
mmol, 68 %) of yellow crystalls were obtained. 
MS (ESI): 442 [M+H] + 

*HNMR (DMSO-de) 8 (ppm): 8.31 (d, 1H), 8.15 (d, 2H), 7.96 (d, 1H), 7.77-7.84 (m, 2H), 7.62 
(ddd, 1H), 7.19 (d, 2H), 7.09 (d, 1H), 6.98 (br s, 1H), 5.36 (s, 2H), 4.34 (br s, 1H), 1.78-1.90 (m, 
2H), 1.26 (s, 6H), 1.09-1.21 (m, 2H), 1.06 (s, 6H). 

The following compounds (Example 200 to Example 203) were prepared analogous to 
Step B of Example 199, using 4-[2-(2,2,6,6-tetramethyl-pipe^ 
phenol and the appropriate alkyl bromides. 



Example 200 

f4-f2-(2.2.6.6-Tetramethvl-piperi^ 

r 

MS (EST): 366 [M+H] + 

*H NMR (DMSO-dfi) 5 (ppm): 8.33 (br s, 1H), 8.17 (d, 2H), 7.21 (d, 2H), 7.11 (d, 1H), 7.03 (br 
s, 1H), 5.29 (s, 2H), 4.34 (br s, 1H), 1.76-1.90 (m, 2H), 1.26 (s, 6H), 1.08-1.22 (m, 2H), 1.07 (s, 
6H). 
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Kxample 201 

j^myn -nvrimidin^-v i )-(2 2 ft/UetrameBri 




MS (ESI): 421 [M+H] + 

>H NMR (DMSO-de) 5 (ppm): 9.28 (s, 1H), 8.38 (d, 1H), 8.17 (br s, 2H), 8.04-8.12 (m, 1H), 
7.88 (s, 1H), 7.74 (s, 1H), 7.28 (br s, 1H), 7.12 (d, 2H), 4.69 (t, 2H), 4.50 (t, 2H), 4.43 (br s, 1H), 
2.00-2.13 (m, 2H), 1.58-1.68 (m, 2H), 1.55 (s, 6H), 1.47 (s, 6H). 

Examele 202 

A _f^r9.r?2.6.6-Te* ^ ^ yn-phPnoxyT-butyronitril^ 



MS (ESI): 394 [M+H] + 

»H NMR (DMSO-d*) 5 (ppm): 8.30 (br s, 1H), 8.10 (br s, 2H), 7.07 (d, 3H), 6.96 (br s, 1H), 4.32 
(br s, 1H), 4.13 (t, 2H), 2.69 (t, 2H), 2.07 (quint, 2H), 1.74-1.90 (m, 2H), 1.24 (s, 6H), 1.09-1.20 
(m,2H),1.05(s,6H). 



Fvample 203 

iTnidin-2-vl>-(2 1 2.6.6-tet^"iRthv1-pii3eridin- 



ine 




<5 
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MS (ESI): 418 [M+Hf 

'HNMR (DMSO-de) 5 (ppm): 8.63 (d, 2H), 8.30 (br s, 1H), 8.08-8.18 (m, 2H), 7.46 (d, 2H), 
7.15 (d, 2H), 7.07 (d, 1H), 6.97 (br s, 1H), 5.30 (s, 2H), 4.33 (br s, 1H), 1.78-1.90 (m, 2H), 1.25 
(s, 6H), 1.09-1.20 (m, 2H), 1.07 (s, 6H). 



INDOLES 
Example 204 

(4-Indol-l-vl-pvrimidin-2-vlV(2.2.6.6-tetramethvl-piperidin-4-vlVaniine 




A mixture of (4-cMoro-pyrirrn^n-2-yl)-(2,2^ (200 
mg, 0.74 mmol), indole (96 pi, 0.81 mmol), potassium hydroxide (63 mg, 1.10 mmol) and a few 
drops of Aliquat 336 were heated to 120 °C for 5 h. After cooling to room temperature the 
mixture was disolved in ethylacetate, washed with water and brine and the crude product was 
purified by HPLC. Thus 71 mg (0.20 mmol, 27 %) of the title compound were obtained. 
MS (ESI): 350 [M+Hf 

*H NMR (DMSO-de) 5 (ppm): 8.76 (d, 1H), 8.30 (d, 1H), 8.07 (d, 1H), 7.65 (d, 1H), 7.26 (d, 
1H), 7.15-7.24 (m, 2H), 6.93 (d, 2H), 6.79 (d, 1H), 4.30-4.45 (m, 1H), 1.83 (dd, 2H), 1.29 (s, 
6H), 1.12-1.25 (m, 2H), 1.08 (s, 6H). 

Following the procedure given in Example 204 the following compounds were prepared: 

Example 205 

r4-(4-Mefooxv-indoI-l-vlVpvrirmfl 




MS (ESI): 380 [M+H] + 
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'H NMR (DMSO-de) 8 (ppm): 8.26-8.37 (m, 2H), 7.95 (d, 1H), 7.26 (d, 1H), 7.10 (t, 1H), 6.92 
(d, 1H), 6.77 (s, 1H), 6.75 (d, 1H), 4.30-4.42 (m, 1H), 3.93 (s, 3H), 1.82 (dd, 2H), 1.28 (s, 6H), 
1.12-1.24 (m, 2H), 1.06 (s, 6H). 

Examfile 206 

i-ll _rc-(2.2.6.6-T*tr a methv^ ^ ^ }-ethanone 




MS (ED: 391 [M] + , 376 [M-CH 3 ] + 

>HNMR (DMSO-dfi) 5 (ppm): 8.97 (s, 1H), 8.70 (d, 1H), 8.42 (d, 1H), 8.29 (d, 1H), 7.46 (d, 
1H), 7.34 (t, 1H), 7.28 (t, 1H), 7.17 (d, 1H), 4.30-4.41 (m, 1H), 2.59 (s, 3H), 1.85 (dd, 2H), 1.28 
(s, 6H), 1.12-1.24 (m, 2H), 1.06 (s, 6H). 

TCxample 207 

r4-f5-Memoxv-m^nl-1-vlVDv ri rnidiii-2-vl1-(2.2.6.6-tetramethvl-pipm 



CP 



i2+ 



MS (ESI): 380 [M+H] + , 191 [M+2H] 
'H NMR (DMSO-d6, 120 °C) 5 (ppm): 8.54 (d, 1H), 8.28 (d, 1H), 7.93 (d, 1H), 7.16 (s, 1H), 6.86 
(d, 1H), 6.82 (d, 1H), 6.69 (d, 1H), 6.46-6.54 (m, 1H), 4.34-4.45 (m, 1H), 3.84 (s, 3H), 1.92 (dd, 
2H), 1.31 (s, 6H), 1.22 (t, 2H), 1.12 (s, 6H), 0.97 (s, 1H). 

Example 208 

1.^2.2.6.6-^^™^^^ 




MS (EI): 375 [M+H] + , 359 [M-CH 3 ] + 
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J H 1SIMR (DMSO-de) 5 (ppm): 9.05 (s, 1H), 8.77 (d, 1H), 8.42 (d, 1H), 7.75 (d, 1H), 7.53 (d, 
1H), 7.44 (t, 1H), 7.37 (t, 1H), 7.02 (d, 1H), 4.28-4.40 (m, 1H), 1.83 (dd, 2H), 1.28 (s, 6H), 1.12- 
1.25 (m, 2H), 1.07 (s, 6H). 

Example 209 

l-r2-(2.2.6.6-Tetramemvl-piperidin-4-vlarnm^ acid 
amide 



l-[2-(2,2,6,6-Tetramemyl-piperidin-4-ylaim^ 
Example 208, 100 mg, 0.27 mmol) was dissolved in EtOH (3 ml), treated with lON-NaOH (1 
ml) and hydrogenperoxide (30%, 1 ml) and the resulting mixture was stirred vigorously 
overnight. After addition of water (50 ml) the mixture was extracted with ethylacetate. 
Crystallisation with ether finally gave 60 mg (0.15 mmol, 57 %) of the desired compound. 
MS (ESI): 393 [M+H] + 

*H NMR (DMSO-de) 5 (ppm): 8.75 (s, 1H), 8.72 (d, 1H), 8.40 (d, 1H), 8.27 (d, 1H), 7.66 (br s, 
1H), 7.45 (d, 1H), 7.30 (t, 1H), 7.10-7.27 (m, 2H), 6.84 (d, 1H), 1.86 (br d, 2H), 1.32 (s, 6H), 
1.15-1.30 (m, 2H), 1.10 (s, 6H). 



l-r2-(2^.6,6-Tetramethvl-piperidin-4-vlamino)-pvrirnidin-4-vll-lH-mdole-4-^ 



MS (EI): 374 [M] + , 359 [M-CH 3 ] + 

X H NMR (DMSO-de) 8 (ppm): 9.05 (d, 1H), 8.34-8.40 (m, 2H), 7.75 (d, 1H), 7.43 (d, 1H), 7.34 
(t, 1H), 7.02 (d, 1H), 6.95 (br s, 1H), 1.83 (dd, 2H), 1.27 (s, 6H), 1.10-1.25 (m, 2H), 1.08 (s, 6H). 




Example 210 
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Compound was prepared from H2-(2,2,6,6-Tetiamemyl-pipe^^^ 
4-yl]-lH-indole-4-carbonitrile as described for Example 209. Yield: 40 mg (38%). 
MS (ESI): 393 [M+HJ + 

'HNMR (DMSO-ds) 8 (ppm): 8.90 (d, 1H), 8.33 (d, 1H), 8.18 (d, 1H), 7.92 (s, 1H), 7.64 (d, 
1H), 7.38 (s, 1H), 7.33 (d, 1H), 7.25 (d, 1H), 7.21 (t, 1H), 6.97 (d, 1H), 4.30-4.43 (m, 1H), 1.85 
(dd, 2H), 1.30 (s, 6H), 1.13-1.28 (m, 2H), 1.08 (s, 6H). 



Fxample 212 




A solution of 1-methyl-indole (244 mg, 1.86 mmol) in 10 ml of THF was treated with n- 
butywthium (0.74 ml of a 2.5M solution in hexanes, 1.86 mmol) at -78 °C and the mixture was 
stirred under argon for 2 hours. In the meantime, a solution of (4-chloro-pyrimidin-2-yl)-(2 ^,6,6- 
tetramemyl-piperidin-4-yl)-amine (250 mg, 0.93 mmol) in 10ml of THF was treated with n- 
butyllithium (0.74 ml of 2.5M solution in hexanes, 1.86 mmol) at -78 °C under argon for 15 
minutes and the above solution containing the lithiated 1-methyl-indole was added with a 
syringe. The reaction mixture was stirred for 15 minutes at 0 °C and for 2 hours at room 
temperature. The reaction was quenched with saturated ammonium chloride solution (5 ml) and 
extracted with EtOAc. The organic layer was dried over sodium sulfate and evaporated. 
Purification by column chromatography on silicagel (EtOAc/MeOH/ammonia: 2/1/0.02) gave the 
title compound. Yield: 92.5 mg (27%). 
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MS (ESI): 364 [M+H] + 

'H-NMR (CDCI3): 8 (ppm) 8.28 (d, 1H), 7.62 (d, 1H), 7.55 (d, 1H), 7.25 (dd, 1H), 7.15 (s, 1H), 



The tide compound was prepared analogous to Step C of Method C starting from (4- 
cMoro-pyrirmffin-2-ylM2,2,6,^ and indole-2-borono-i- 

carboxylic acid-l-(l,l-dimethylethyl) ester, using bis(triphenylphosphine)palladium(IT) 
dichloride as a catalyst, followed by BOC cleavage with sodium methylate in MeOH. Yield: 100 
mg(85%). 

MS (ESI): 350 [M+H] + 

'H-NMR (CDCI3): 5 (ppm) 13.50 (s, 1H), 8.31 (d, 1H), 7.60 (d, 1H), 7.48 (d, 1H), 7.20 (s, 1H), 
7.18 (dd, 1H), 7.08 (d, 1H), 7.02 (dd, 1H), 6.80 (s, br, 1H), 4.30-4.42 (m, 1H), 1.81 (dd, 2H), 
1.40 (s, 6H), 1.04 (dd, 2H), 1.02 (s, 7H). 

Example 214 

T4-(lg-mdol-3-vlVpvrimidin-2-vl1-f2.2.6.6-tetramemvl-piperidin 



The tide compound was prepared analogous to Step C of Method C, starting from (4- 
cMoro-pyrimimn-2-yl>(2,2,6,6^te^ and [1 -(tert-butyl-dimethyl- 

silanyl)-lH-indol-3-yl]-boronic acid using bis(triphenylphosphine)palladium(n) dichloride as a 



7.08 (dd, 1H), 7.00-7.10 (m, 2H), 4.22-4.34 (m, 1H), 4.18 (s, 3H), 1.79 (dd, 2H), 1.20 (s, 6H), 
1.10 (dd,2H), 1.02 (s,7H). 
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catalyst. The TBDMS protecting group was cleaved in situ by addition of catalytic amounts of 
TBAF. Yield: 2.2 g (86%). 
MS (ESI): 350 [M+H] + 

1 H-NMR (CDCI3): 5 (ppm) 11.69 (s, 1H), 8.72 (d, 1H), 8.20 (d, 1H), 8.10 (s, 1H), 7.42 (d, 1H), 
7.15 (dd, 1H), 7.00-7.09 (m, 1H), 6.95 (d, 1H), 6.75 (d, 1H), 4.42-4.51 (m, 1H), 1.82 (dd, 2H), 
1.30 (s, 6H), 1.15 (dd, 2H), 1.05 (s, 6H), 1.02 (s, 1H). 

Example 215 

r4-n-Methvl-irirfn1-3-vlVpvrir ^^^ 

5.N k^NH 




To a solution of 1-Methyl-indole (1.00 g, 3.81 mmol) in 30 ml of THF was added 1- 
bromo-pyrrolidine-2,5-dione (1.36 g, 3.81 mmol) and the mixture was stirred for 2 hours. The 
reaction mixture was poured into 200 ml of hexanes and purified by filtration over a short plug of 
silicagel (Ether/hexanes : 1/1). The solution was concentrated close to dryness, redissolved in 25 
ml of THF and cooled to -78 °C. Tert.-butyllithium (5.08 ml of a 1.5M solution in pentane, 7.62 
mmol) was added dropwise and stirred for 15 minutes. Then, triethylborate (0.65 ml, 3.81 mmol) 
was added in one portion and stirring was continued for 2 hours. The reaction was quenched with 
3.5 ml of MeOH and 10 ml of water. The mixture was given into EtOAc and the aqueous layer 
was extracted with EtOAc. The combined organic phases were dried over sodium sulfate and 
evaporated to give a green suspension, which was used without further purification. The title 
compound was prepared analogous to Step C of Method C, starting from this crude boronic acid 
and (4-cMoro-pyriiman-2^ usin S 
bis(triphenylphosphine)palladium(ID dichloride as a catalyst. Yield: 327 mg (48%). 

MS (ESI): 364 [M+H1 + 

1 H-NMR (CDCI3): 6 (ppm) 8.62 (d, 1H), 8.20 (s, 1H), 8.10 (d, 1H), 7.50 (d, 1H), 7.21 (dd, 1H), 
7.02 - 7.10 (m, 1H), 6.90 (d, 1H), 6.70 (d, 1H), 4.30-4.42 (m, 1H), 3.75 (s, 3H), 1.80 - 1.90 (m, 
2H), 1.29 (s, 6H), 1.10 (dd, 2H), 1.02 (s, 6H), 1.02 (s, 1H). 
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Example 216 



r2-(2.2.6.6-Tetramethvl-piperidin-4-vlaminoVpvrimidin-4-v11-lH-ind6 



The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl)-lH-indole-5-carbonitrile (prepared by TBDMS protection of lH-indole- 



catalytic amounts of TBAF. Yield: 441 mg (26%) 
MS (ESI): 375 [M+Hf 

^-NMR (CDC1 3 ): 8 (ppm) 9.15 (s, 1H), 8.98 (s, 1H), 8.45 (s, 1H), 8.18 (d, 1H), 7.62 (d, 1H), 
7.50 (d, 1H), 7.01 (d, 1H), 6.82 (s, 1H), 4.30-4.51 (m, 1H), 1.80 (dd, 2H), 1.20-1.35 (m, 7H), 
1.15 (dd, 2H), 1.03 (s, 6H). 



3-r2-f2.2.6.6-Tetra memvl-piperidin-4-vlamino)-pvrimidin-4-vl1-lH-indo^^ 



The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl)-lH-indole-6-carbonitrile (prepared by TBDMS protection of lH-indole- 
6-carbonitrile) and (4-cWoro-pyrimidin-2-yl)-(2,2,6,6-tetramemyl-piperidin-4-yl^ 
followed by in situ cleavage of the TBDMS protecting group with catalytic amounts of TBAF. 
Yield: 1.04 g (59%) 
MS (ESI): 375 [M+H] + 

'H-NMR (CDCI3): 8 (ppm) 13.10 (s, 1H), 8.80-8.83 (m, 1H), 8.50 (s, 1H), 8.21 (d, 1H), 8.01 (s, 
1H), 7.30-7.36 (m, 1H), 7.02 (d, 1H), 6.88 (s, 1H), 4.38-4.46 (m, 1H), 1.85 (dd, 2H), 1.30 (s, 
6H), 1.25 (s, 1H), 1.13 (dd, 2H), 1.05 (s, 6H). 




5-carbonitrile using standard procedures) and (4-chloro-pyrimidin-2-yl)-(2^,6,6-tetramethyl- 
piperidin-4-yl)-amine, followed by in situ cleavage of the TBDMS protecting group with 



Example 217 
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f4-(ffl-fl.3ir>inxo1or4.5 -f1indol-7 





The title compound was prepared as described in Example 215, starting from 5-(tert- 
butyl-dimemyl-si^^ 

[l,3]Dioxolo[4,5-f]indole) and (4-cMoro-pyrirmdin^ 

amine, followed by in situ cleavage of the TBDMS protecting group with catalytic amounts of 
TBAF. Yield: 555 mg (87%). 
MS (ESI): 394 [M+H] + 

1 H-NMR (CDCI3): 5 (ppm) 11.50 (s, 1H), 8.10 (d, 1H), 8.00 (s, 1H), 7.90 (s, 1H), 6.95 (s, 1H), 
6.89 (d, 1H), 6.00 (s, 1H), 5.95 (s, 2H), 4.38-1.49 (m, 1H), 1.92 (dd, 2H), 1.30 (s, 6H), 1.18 (dd, 
2H), 1.10 (s, 6H), 0.95 (s, 1H). 



F.vample219 

f4-(6-Memoxv-lfl-^^ 




The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl>6-methoxy-lH.indole and (4-cMoro-pyrinndin^^ 
piperidin-4-yl)-amine, followed by in situ cleavage of the TBDMS protecting group with 
catalytic amounts of TBAF. Yield: 535 mg (84%). 
MS (ESI): 380 [M+H]* 

'H-NMR (CDC1 3 ): 8 (ppm) 11.49 (s, 1H), 8.40 (d, 1H), 8.13 (d, 1H), 7.92 (s, 1H), 7.02 (s, 1H), 
6.91 (d, 1H), 6.75 (d, 1H), 5.98-6.01 (m, 1H), 4.40-4.50 (m. 1H), 3.82 (s, 3H), 1.92 (dd, 2H), 
1.34 (s, 6H), 1.25 (dd, 2H), 1.12 (s, 6H), 1.12-1.25 (m, 1H). 
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Example 220 

3-r2-(2.2.6,6-Tetrameth^ 




HO 



[4<6-Methoxy-lH-indol-3-yl)-pyrin^ 
(150 mg, 0.4 mmol) was suspended in 6 ml of DCM under argon. After cooling to 0 °C, boron 
tribromide (1.64 ml of a 1M solution in DCM, 1.64 mmol) was added slowly. The cooling bath 
was removed after 30 minutes and stirring was continued for 16 hours. The reaction was 
quenched by adding 8 ml of MeOH at 0 °C and the product crystallised from this solution in form 
of its hydrobromide salt. Yield: 155 mg (94%). 
MS (EST): 366 [M+H] + 

! H-NMR (CDC1 3 ): 5 (ppm) 11.30 (s, 1H), 9.50 (s, 1H), 8.60 (s, 1H), 8.20 (d, 1H), 8.12 (d, 1H), 
8.09 (s, 1H), 7.70 (s, 1H), 7.11 (d, 1H), 6.89 (s, 1H), 6.70 (d, 1H), 4.50-4.61 (m, 1H), 2.17 (dd, 
2H), 1.71 (dd, 2H), 1.59 (s, 6H), 1.58 (s, 1H), 1.50 (s, 6H). 



r4-(7-Methoxv-ljEMndol-3-vlVpvrim^ 



The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl)-7-methoxy-lH-indole (prepared by TBDMS protection of 7-methoxy- 
lH-indole) and (4-chloro-pyrimidin-2-yl)-(2,2,6,6-tetramethyl-piperi followed 
by in situ cleavage of the TBDMS protecting group with catalytic amounts of TB AF. Yield: 660 
mg (93%). 

MS (ESI): 380 [M+H] + 



Example 221 
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'H-NMR (CDCI3): 8 (ppm) 11.80 (s, 1H), 8.20 (d, 1H), 8.05-8.12 (m, 2H), 7.00 (d, 1H), 6.98 (s, 
1H), 6.71 (d, 1H), 6.69 (d, 1H), 4.39-4.48 (m, 1H), 3.97 (s, 3H), 1.82 (dd, 2H), 1.33 (s.br.TH), 
1.13 (dd,2H), 1.01 (s,6H). 

Example 222 

3-r2-f2.2.6 1 fi-Tetramethy1-p i peridin- 4 -v1aminoVpvrinudin-4-y11-lH-in 




The tide compound was prepared analogous to Examle 220 starting from [4-(7-methoxy- 
lH-indol-3-yl)-pyrinudin-2-yl]-(2,2,6,6-tetramethyl-piperi^ Yield: 129 mg (70%). 

MS (ESI): 366 [M+H1 + 

^-NMR (CDCI3): 8 (ppm) 11.40 (s, 1H), 8.53 (s, 1H), 8.10-8.18 (m, 2H), 7.92 (d, 1H), 7.70 (s, 
1H), 7.12 (d, 1H), 6.98 (dd, 1H), 6.68 (d, 1H), 4.50-4.61 (m, 1H), 2.18 (dd, 2H), 1.71 (dd, 2H), 
1.60 (s, 6H), 1.50 (s, 6H), 1.48 (s, 1H). 

"Example 223 

^Jkia^mini)^ 
amine 




HgN 

The title compound was prepared as described in Example 215, starting from {2-[l-(tert- 
butyl-dimemyl-silany^ (prepared by trityl and 

TBDMS protection of 2-(lH-Indol-6-yl)-l-methyl-ethylamine) and (4-chloro-pyrimidin-2-yl)- 
(2,2,6,6-tetramethyl-piperidin-4-yl)-amine, followed by in situ removal of the protecting groups 
with 2N-HC1. Yield: 406 mg (31%). 
MS (ESI): 407 [M+Hf 
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'H-NMR (CDCI3): 5 (ppm) 9.50 (s, 1H), 8.41 (d, 1H), 8.30 (s, 1H), 8.20 (d, 1H), 7.90-8.20 (m, 
3H), 7.41 (s, 1H), 7.19 (d, 1H), 7.03 (d, 1H), 4.53-4.61 (m, 1H), 3.40-3.53 (m, 1H), 3.05-3. 12 
(m, 1H), 2.90 (dd, 1H), 2.13 (dd, 2H), 1.80 (dd, 2H), 1.66 (s, 6H), 1.53 (s, 6H), 1.50 (s, 1H), 1.27 
(d, 3H). 

Example 224 

(6-Methoxv-3-r2-(2.2.6.6-tetramethvI-piperidin-4-vlamin6Vpvrimidin 
acetonitrile 



A solution of [4-(6-Methoxy- lH-indol-3-yl)-pyrimidin-2-yl]-(2,2,6,6-tetramethyl- 
piperidin-4-yl)-amine (150 mg, 0.40 mmol) in 2 ml of THF was added to a suspension of sodium 
hydride (55.3 mg, 1.38 mmol, 60 % mineral dispersion) in 2 ml of THF. 0.1 ml of DMF was 
added and stirring was continued for 15 minutes. Bromoacetonitrile (51.9 mg, 0.43 mmol) was 
then added and the solution was stirred for 5 hours. The solvent was removed and the residue 
was purified by flash chromatography on silicagel (EtOAc/MeOH/ammonia : 5/1/0.05) to give 
the title compound. Yield: 142 mg (88%). 
MS (ESI): 419 (M+H] + 

'H-NMR (CDCI3): 8 (ppm) 8.49 (d, 1H), 8.20 (d, 1H), 8.00 (s, 1H), 7.20 (s, 1H), 6.95 (d, 1H), 
6.85 (d, 1H), 6.12 (s, 1H), 5.50 (s, 2H), 4.40-4.48 (m, 1H), 3.91 (s, 3H), 1.95 (dd, 2H), 1.32 (s,br, 
7H), 1.22 (dd, 2H), 1.12 (s, 6H). 
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r4-n-Fluorn-t H-indol-3- 



F,xaim»le225 

iTniriin^-vll-f? ?-6.6-teti^^ 




The title compound was prepared as described in Example 215, starting from l<tert- 
butyl-^thyl-silanylH-fluoro-lH-indole (prepared by TBDMS protection of 7-fluoro-lH- 

indole) and (4-chloro-pyrimid^ f ° U ° Wed by " 

situ cleavage of the TBDMS protecting group with catalytic amounts of TBAF. Yield: 810 mg 

(81%). 

MS (ESI): 368 [M+H] + 

1 H-NMR (CDCla): 5 (ppm) 12.20 (s, 1H), 8.48 (d, 1H), 8.28 (s, 1H), 8.12 (d, 1H), 6.95-7.20 (m, 
3H), 6.78 (d, 1H), 4.30-4.50 (m, 1H), 1.80-1.88 (m, 2H), 1.28 (s,br, 6H), 1.12 (dd, 2H), 1.10 (s, 
1H), 1.05 (s, 6H). 



f4-(6-Fluor"-1 ff-\ndo\-3- 



Kxamnle 226 

i^ ^-yll-^^^.e-tetra ^pthvl-piperidin-^vl) 




The title compound was prepared as described in Example 215, starting from \<tert- 
butyl-dimethyl-silanyl)-6-fluoro-lH-indole (prepared by TBDMS protection of 6-fluoro-lH- 

indole) and (4-cMoro-pyrinn^^ foll ° Wed m 

itu cleavage of the TBDMS protecting group with catalytic amounts of TBAF. Yield: 1 .04 g 



situ 
(63%). 

MS (ESI): 368 [M+H3+ 
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^-NMR (CDCI3): 5 (ppm) 11.80 (s, 1H), 8.61 (m, 1H), 8.20 (s, 1H), 8.10 (d, 1H), 7.22 (dd, 1U), 
6.98 (d, 1H), 6.85 (s, 1H), 6.72 (d, 1H), 4.30-4.42 (m, 1H), 1.78-1.86 (m, 2H), 1.25 (s,br, 6H), 
1.12 (dd, 2H), 1.10 (s, 1H), 1.05 (s, 6H). 

Example 227 

r4-(lH-Pvirolor2.3-b1pAridm-3-viypvri 





NH 



The title compound was prepared as described in Example 215, starting from l-(tert- 
bulyl-dimethyl-silanyl>lH-p)^olo[23-b]pyridine (prepared by TBDMS protection of 1H- 
pyrrolo[2,3-b]pyridine) and (4-chloro-pyrimidin-2-ylH2,2,6,6-tetramethyl-piperidin 
followed by in situ cleavage of the TBDMS protecting group with catalytic amounts of TBAR 
Yield: 1.60 g (63%). 
MS (ESI): 351 [M+H] + 

1 H-NMR (DMSO): 8 (ppm) 12.20 (s, 1H), 8.95 (s, broad, 1H), 8.39 (s, 1H), 8.30 (d, 1H), 8.19 (d, 
1H), 7.11 (s, broad, 1H), 7.05 (d, 1H), 6.80 (d, 1H), 4.36-4.46 (m, 1H), 1.85 (dd, 2H), 1.28 (s, 
broad, 7H), 1.13 (dd, 2H), 1.08 (s, 6H). 

Example 228 

r4-(7-Chloro-lH4ndol-3-^ 




The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl)-7-chloro-lH-indole (prepared by TBDMS protection of 7-chloro-lH- 
indole using standard proceduies) and (4-chloro-pyrimidin-2-yl>(2,2,6,6-tetramethyl-piperidin- 
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4-yl)-amine, foUowedby in situ cleavage of the TBDMS protecting group with catalytic amounts 
of TBAF. Yield: 280 mg (34%). 
MS (ESI): 384 [M+Hf 

'H-NMR (DMSO): 8 (ppm) 13.0 (s, 1H), 8.51 (d, 1H), 8.19 (d, 1H), 8.11 (s, 1H), 7.25 (d, 1H), 
7.10 (t, 1H), 7.00 (d, 1H), 6.05 (d, broad, 1H), 4.41-4.49 (m, 1H), 1.95 (dd, 2H), 1.30 (s, broad, 
7H), 1.20 (dd, 2H), 1.11 (s, 6H). 





The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimethyl-silanyl)-6-chloro-lH-indole (prepared by TBDMS protection of 6-chloro-lH- 
indole using standard procedures) and (4-chloro-pyrinn^^^ 

4-yl)-amine, followed by in situ cleavage of the TBDMS protecting group with catalytic amounts 
of TBAF. Yield: 650 mg (77%). 
MS (ESI): 384 [M+H] + 

'H-NMR (DMSO): 5 (ppm) 12.9 (s, 1H), 8.65 (d, 1H), 8.29 (s, 1H), 8.15 (d, 1H), 7.50 (s, 1H), 
7.00 (d, 1H), 7.00 (m, 1H), 6.79 (d, broad, 1H), 4.41-4.49 (m, 1H), 1.85 (dd, 2H), 1.28 (s, broad, 
7H), 1.12 (dd, 2H), 1.05 (s, 6H). 



F.xample 230 

p i f> ^T^emviT T^^n^v^^-trifluoromethyl- indo1-3-v1V r yrimtdiu-2- Y 11-amine 
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The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl-dimemyl-silanyl)-6-trifluoromethyl-lH-indole (prepared by TBDMS protection of 6- 
trifluoromethyl-lH-indole) and (4-chloro-pyrimidin-2-ylH2^,6,6-teu^ethyl-piperidin-4-yl)- 
amine, followed by in situ cleavage of the TBDMS protecting group with catalytic amounts of 
TBAF. Yield: 640 mg (77%). 
MS (ESI): 418 [M+Hf 

^-NMR (DMSO): 8 (ppm) 12.1 (s, 1H), 8.85 (m, 1H), 8.49 (s, 1H), 8.19 (d, 1H), 7.80 (s, 1H), 
7.30 (m, 1H), 7.02 (d, 1H), 6.83 (d, broad, 1H), 4.40-4.50 (m, 1H), 1.85 (dd, 2H), 1.30 (s, broad, 
7H), 1.14 (dd,2H), 1.06 (s,6H). 



r4-n-Memvl-lH-indol-3-vlVpvrimidin-2-vl1-(2.2.6.6-tetramemvl-piperi 



The title compound was prepared as described in Example 215, starting from 7-methyl-l- 
(2-trimethylsilanyl-ethoxymethyl)-lH-indole (prepared by SEM protection of 7-methyl-lH- 
indole using standard procedures) and (4-chloro-pyrimidin-2-ylH2,2,6,6-tetramethyl-piperi^ 
4-yl)-amine, followed by cleavage of the SEM protecting group with TBAF. Yield: 190 mg 
(51%). 

MS (ESI): 364 [M+H] + 

^-NMR (DMSO): 8 (ppm) 13.8 (s, 1H), 8.48 (m, 1H), 8.20 (d, 1H), 8.11 (d, 1H), 7.00 (d, 1H), 
6.90 (m, 2H), 6.70 (d, broad, 1H), 4.40-4.50 (m, 1H), 2.50 (s, 3H), 1.87 (dd, 2H), 1.30 (s, broad, 
7H), 1.15 (dd, 2H), 1.08 (s, 6H). 



Example 231 
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7-Methvl-4-{ ^-[^-(2.2.6 , fi-tfttramethvl-t 
hutan-2-ol 



Fxample 232 

i-4-vlamiho') 



g M-1H-indol* 




The title compound was prepared as described in Example 215, starting from l-(tert- 
butyl^memyl-^ 

(prepared by Raney-Nickel hydrogenation of (E>3-(lH-Indol.6-yl>acrylic acid methyl ester, 
followedby reaction wi thMeMgBr(Step AofMethodA)andTBDMS protection accordmg to 
standard procedures)^^^ 

followed by cleavage of the TBDMS protecting groups with HF in pyridine. Yield: 57 mg (17%). 
MS (ESD: 436 [M+H] + 

l H-NMR (DMSO): 5 (ppm) 11.5 (s, 1H), 8.38 (d, 1H), 8.22 (d, 1H), 7.95 (d, 1H), 7.30 (s, 1H), 
6.98 (d, 1H), 6.96 (d, 1H), 6.00 (s, 1H), 4.40-4.50 (m, 1H), 3.60 (s, 1H), 3.30 (dd, 2H), 1.95 (dd, 
2H), 1.80 (dd, 2H), 1.36 (s, 6H), 1.20 (s, broad, 7H), 1.21 (dd, 2H), 1.18 (s, 6H). 

TCxample 233 

idin-2-vll-f? 2 *>-tfttramethvl-pit 




The title compound was prepared as described in Example 215, starting from SEM- 
protected 6,7-difluoro-lH-indole and (4-cMoro-pyrimi^^^^^ 

yl>amine, followed by cleavage of the SEM- protecting group with TBAF. Yield: 100 mg (27%). 
MS (ESI): 386 [M+H) + 
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'H-NMR (DMSO): 6 (ppm) 13.2 (s, 1H), 8.32 (dd, 1H), 8.20 (d, 1H), 8.10 (s, 1H), 7.05 (dd, 1H), 
6.98 (d, 1H), 6.i0 (s, 1H), 4.40-4,50 (m, 1H), 1.95 (dd, 2H), 1.32 (s, 7H), 1.22 (dd, 2H), 1.18 (s, 
6H). 

Example 234 

2-Methvl^(3-r2-f2.2. 6.6-tetramethvl-piperidin-4-vlaminoVpvriim 
butan-2-ol 




The title compound was prepared as described in Example 215, starting from 2-methyl-4- 
[l-(2-trimemylsilanyl-ethoxymethyl)-lH-indol-7-yl]-butan-2-ol (prepared by Raney-Nickel 
hydrogenation of SEM-protected (E)-3-(lH-indol-7-yl>acrylic acid methyl ester, followed by 
reaction with MeMgBr (Step A of Method A) ) and (4-chloro-pyrinudin-2-yl)-(2,2,6,6- 
tetramethyl-piperidin-4-yl)-amine, followed by cleavage of the SEM- protecting group with 
TBAF. Yield: 220 mg (35%). 
MS (ESI): 436 [M+H] + 

'H-NMR (DMSO): 8 (ppm) 13.8 (s, 1H), 8.49 (d, 1H), 8.20 (d, 1H), 8.10 (d, 1H), 7.02 (d, 1H), 
6.98 (m, 2H), 6.70 (d, 1H), 4.40-4.50 (m, 1H), 4.30 (s, 1H), 2.95 (dd, 2H), 1.86 (dd, 2H), 1.78 
(dd, 2H), 1.40 (s, 6H), 1.31 (s, broad, 7H), 1.12 (dd, 2H), 1.05 (s, 6H). 

Example 235 

r4-(5.7-Difluoro-lH-in dol-3-vlVpvri^ 
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The title compound was prepared as described in Example 215, starting from SEM- 
protected 5,7-difluoro-lH-indole and (4-cmoro-pyrim^^^ 

famine, followed by cleavage of the SEM- protecting group with IB AF. Yield: 260 mg (63%). 
MS (ESI): 386 [M+H] + 

'H-NMR (DMSO): 6 (ppm) 13.2 (s, 1H), 8.19 (d, 1H), 8.19 (s, 1H), 8.12 (dd, 1H), 7.05 (d, 1H), 
6.95 (dd, 1H), 6.20 (s, 1H), 4.40-4.50 (m, 1H), 1.95 (dd, 2H), 1.40 (s, 7H), 1.25 (dd, 2H), 1.18 (s, 
6H). 




f 4-r6-(MQTpholine-4-sulfo: 
ylVamine 



rl-ineridin-4- 




The title compound was prepared as described in Example 215, starting from TBDMS- 
protected^morphohne^sulfony^lH-indole (prepared by Batcho-I^imgruber synthesis 
starting from morphohne and 4-methyl-3-nitro-benzene S ulfonyl chloride, J.Org.Chem. 1991, 56, 
4576) and (4^hloro-pyrimidin-2-yl)-(2 A 6,6-tetramemyl-piperidin-4-yl)-arnine, followed by 
cleavage of the TBDMS protecting group with TBAF. Yield: 220 mg (15%). 
MS (ESI): 499 [M+H] + 

'H-NMR (DMSO): 8 (ppm) 13.0 (s, 1H), 8.90 (m, 1H), 8.51 (s, 1H), 8.20 (d, 1H), 7.88 (s, 1H), 
7.42 (m, 1H), 7.02 (d, 1H), 6.82 (d, 1H), 4.4(M.50 (m, 1H), 3.62 (m, 4H), 2.88 (m, 4H), 1.86 
(dd, 2H), 1.31 (s, broad, 7H), 1.12 (dd, 2H), 1.08 (s, 6H). 
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Example 237 

r4-(5-Ruoro-7-methvl-lH-indol-3^ 



protected 5-Huoro-7-methyl-lH-indole (prepared by Sugasawa synthesis starting from 4-fluoro- 

2- methyl-phenylamine, J.Med.Chem. 1990, 33, 2777) and (4-cWoro-pyrimidin-2-yl)-(2,2,6,6- 
tetramethyl-piperidin-4-yl)-amine, followed by cleavage of the SEM protecting group with 
TBAF. Yield: 2.00 g (69%). 

MS (EST): 382 [M+H] + 

*H-NMR (DMSO): 8 (ppm) 12.9 (s, 1H), 8.15 (d, 1H), 8.09 (s, 1H), 8.07 (s, 1H), 6.95 (d, 1H), 
6.82 (d, 1H), 6.05 (s, 1H), 4.40-4.50 (m, 1H), 2.50 (s, 3H), 1.95 (dd, 2H), 1.32 (s, 7H), 1.22 (dd, 
2H), L12 (s, 6H). 

Example 238 

3- r2-(2,2,6.6-Telramethvl-pfr^^ acid 
dimethvlamide 



tetramethyl-piperidin-4-yl)-ainine, followed by cleavage of the TBDMS protecting group with 
TBAF. Yield: 150 mg (16%). 
MS (ESI): 457 [M+H] + 




The title compound was prepared as described in Example 215, starting from SEM- 




The title compound was prepared as described in Example 215, starting from TBDMS- 
protected lH-indole-6-sulfonic acid dimethylamide and (4-cMoro-pyrimidin-2-yl)-(2,2,6,6- 
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'H-NMR (DMSO): 8 (ppm) 13.1 (s, 1H), 8.75 (d, 1H), 8.32 (s, 1H), 8.21 (d, 1H), 7.92 (s, 1H), 
7.45 (d, 1H), 7.10 (d, 1H), 6.15 (s, broad, 1H), 4.40-4.50 (m, 1H), 2.70 (s, 6H), 1.97 (dd, 2H), 
1.35 (s, 7H), 1.22-1.88 (m, 2H), 1.12 (s, 6H). 



Example 239 

^_r9-(2.2.6.6-Tetr »™^^ 




CN 



The title compound was prepared as described in Example 215, starting from SEM- 
protected lH-indole-7-carbonitrile and (4-cMoro-pyrimidin-2^ 

4-yl)-amine, followed by cleavage of the SEM- protecting group with TBAF. Yield: 10 mg (6%). 
MS (ESI): 375 [M+H] + 

1 H-NMR (DMSO): 8 (ppm) 13.3 (s, 1H), 8.80 (d, 1H), 8.21 (d, 1H), 8.20 (s, 1H), 7.60 (d, 1H), 
7.22 (t, 1H), 7.00 (d, 1H), 6.12 (s, broad, 1H), 4.40-4.50 (m, 1H), 1.92 (dd, 2H), 1.30 (s, broad, 
6H), 1.21 (s, 1H), 1.15 (dd, 2H), 1.10 (s, 6H). 

Example 240a 

r4-n-Nitro-lH-™dol-3-vlVpvrimMi^ 




acei 



To a suspension of 1.60 g (40 mmol) sodium hydride in DMF (20 ml) was added 3- 
tyl-7-mtroindol (Org. Lett. 2000, 2, 1485-1487). After stirring at room temperature for 60 
minutes, 6.08 g (36.5 mmol) SEM-chloride was added. Stirring was continued for 16 hours. Then 
the reaction mixture was poured on icewater, the aquous phase was extracted twice with 
ethylacete, the organic phase was dried (NaS0 4 ) and evaporated. Crystallisation from ethanol 
gave 9.26 g (27.7 mmol, 83%) of the SEM protected indole. 
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1 g of the material described above was disolved in dimethyfoimanxide-cUmethylacetal 
and heated under reflux for 24 hours. Evaporation of the excess DMF-dimethylacetal gave a 
crude enamino-ketone which was disolved in 40 ml 1-butanol and treated with 2.27 g (7.7 mmol) 
of tetramethylpiperidyl-guanidine hemisulfate and 2.13 g (15.3 mmol) potassium carbonate. The 
reaction mixture was heated under reflux for 16 hours, then 200 ml water was added and the 
mixture was extracted into ethylacetate. Removal of the solvent yielded the crude product which 
was further purified by crystallisation from ether. Thus a total of 0.38 g (0.7 mmol, 28 %) 
pyrimidine was obtained. 

To 0.38 g of SEM protected indolyl-pyrimidine in 30 ml tetrahydrofuran 1.0 ml 
tetrabutylammonium fluoride (1.0 M in THF) was added. The mixture was stirred at 60 °C for 16 
hours, poured onto water and extracted with ethylacetate. Removal of the solvent and 
crystallisation from ether yielded 0.15 g (3.9 mmol, 54 %) of the title compound. 
MS (ESI*): 395 [M+H] + 

! H NMR (DMSO-d6): 8 (ppm) 9.08 (d, 1H), 8.25 (d, 1H), 8.23 (s, 1H), 8.18 (d, 1H), 7.33 (t, 
1H), 7.06 (d, 1H), 6.18 (d, 1H), 4.50-4.37 (m, 1H), 1.95 (dd, 2H), 1.32 (s, 6H), 1.22 (t, 2H), 1.12 
(s, 6H). 



0.14 g (0.36 mmol) of Example 240a was hydrogenated over Pd/C in 20 ml of methanol. 
The residue obtained after removal of catalyst and solvent was further purified by RP-HPLC. 
Yield: 0.08 mg (0.22 mmol, 61 %). 
MS (ESF): 365 [M+Hf 



Example 240b 

3-r2-(2.2.6,6-Tetramethvl-p^ 
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Fxnrrmle 240c 




60 mg (0.167 mmol) of compound 240b was disolved in 5 ml pyridine and 18 mg 
acetanhydride was added. Stirring at room temperature was continued for 18 hours. The rection 
mixture was poured onto water and extracted with ethylacetate. Purification by RP-HPLC gave 
0.033 mg (0.081 mmol, 49 %) of the title compound. 
MS (EST*): 407 [M+H] + 

*H MMR (DMSO-d6): 8 (ppm) 9.94 (s, 1H), 8.44 (d, 1H), 8.22 (s, 1H), 8.14 (d, 1H), 7.40 (d, 
1H), 7.05-6.97 (m, 2H), 6.75 (d, 1H), 4.50-1.40 (m, 1H), 2.16 (s, 3H), 1,90-1.81 (m, 2H), 1.40- 
1.10 (m,8H), 1.08 (s,6H). 

Example 240d 




The title compound was prepared as described in Example 240a, starting from 7-Bromo- 
lH-indole. Yield: 15 mg (40%). 
MS (BSD : 426 [M+H] + 

NMR (DMSO-d6): 5 (ppm) 12.95 (s, 1H), 8.70 (d, 1H), 8.29 (s, 1H), 8.17 (d, 1H), 7.42 (d, 
1H), 7.07 (d, 1H), 7.06-6.94 (m, 1H), 6.80 (d, 1H), 4.53-4.32 (m, 1H), 1.85 (d, 2H), 1.30 (s, 6H), 
1.16 (t,2H), 1.08 (s,6H). 
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Example 240e 

r4-(lH-Pvrrolor3:2-h1qu inoUnT3rvlVpvrimidin-2-vl1-f2.2.6.6-tetramethv1-p^ 




The title compound was prepared as described in Example 240a, starting from 1H- 
pyrrolo[3,2-h]quinoline. Yield: 15 mg (4%). 
MS (ESI): 401 [M+H] + 

^-NMR (DMSO): 8 (ppm) 13.4 (s, 1H), 8.89-8.91 (m, 2H), 8.49 (d, 1H), 8.31 (s, 1H), 8.20 (d, 
1H), 7.52 (dd, 1H)* 7.51-7.60 (m, 1H), 7111 (d, 1H), 6.82 (s, broad, 1H), 
4.48-4.52 (m, 1H), 1.90 (dd, 2H), 1.40 (s, broad, 7H), 1.15 (dd, 2H), 1.09 (s, 6H). 



Example 241 

MorphoUn-4-vl-m2-r2. 2.6.6-tetram^ 
methanone 




Step A: r3-r2-(2.2.6.6-Tetramemvl- piperi(ttn-4-vlannnoVpvrimidin-4-vn 
ethoxvmethvlVlH-indol-6-vn-methanol 
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[3-[2-(2,2,6,6-Tetrame^ 

ethoxymethyl)-iH-indol-6-yl]-methanol was prepared as described in Example 215, starting from 

6Ktert-butyl-dimemyl^^ "* (4 ~ 

cWoro-pyrimid^^^^ followedby selective cleavage 

of the TBDMS- protecting group with TBAF. Yield: 7.1 g (93%). 



^ pl ^_r3_(2.2^-T*tr^ 
ft thnxvmethv l )-1 H-indole-6 -™rh™c vlic acid 




To a solution of [3-[2-(2A6,6-Tetramemyl-piperidin-4-ylainm 
trimemylsilanyl-emoxymemyl)-lH-indol-6-yl]-mem^^^ (7.20 g, 14.1 mmol) in DMSO (35 ml) 
and E t3 N (31.4 ml, 226 mmol) was added a solution of sulfur trioxide pyridine complex (6.73 g, 
42 3 mmol) in DMSO (35 ml). After stirring for 2 h at at room temperature, the reaction mixture 
was poured into EtOAc and the organic phase was washed with water. The organic layer was 
dried and concentrated. The crude product was dissolved in ^-butanol (645 ml) and 2-methyl- 
2-butene (100 ml). Then sodium dihydrogenphosphate (4.19 g, 35.0 mmol) dissolved in water 
(50 ml) was added followed by sodium chlorite (7.91g, 70.0mmol) disssolved in water (75 ml) 
The reaction mixture was stirred overnight and concentrated and diluted with EtOAc upon which 
a yellow solid was obtained which was used without further purification. Yield: 5.00 g (69%). 



Step C: Morpholin^vl-l^ -P-^^.e.e-tet 
indol-6-vll-methanone 



A suspension of 3-[2<2,2,6,6-Tetramemy^^^ 
trime&ylsUanyl^moxymethy^lH-indole-o^carboxylic acid (542 mg, 1.0 mmol) in 
dichloroethane was treated with 3 equivalents of thionyl chloride. A drop of DMF was added and 
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the clear solution was stirred at room temperature for 10 min. This solution was added to a 



solution of morpholine (1.30g, 14.9 mmol) in dichloroethane containing DMAP (5.00mg). After 
2h the reaction mixture was given into a saturated bicarbonate solution, extracted with DCM and 
dried over sodium sulfate. After removal of the solvent the yellow residue was dissolved in THE 



EtOAc, washed with 2.5M NaOH, dried over sodium sulfate and concentrated. Purification via 
chromatography on silicagel (EtOAc/MeOH/ammonia : 95/4/1 to 80/19/1) gave the title 
compound as a white solid Yield: 250 mg (54 %). 
MS (ESI): 463 [M+H] + 

'H-NMR (DMSO): 5 (ppm) 13.0 (s, 1H), 8.70 (d, 1H), 8.32 (s, 1H), 8.15 (d, 1H), 7.50 (s, 1H), 
7.10 (m, 1H), 7.01 (d, 1H), 6.78 (d, 1H), 4.40-4.50 (m, 1H), 3.65 (m, 4H), 3.52 (m, 4H), 1.85 
(dd, 2H), 1.31 (s, broad, 7H), 1.12 (dd, 2H), 1.07 (s, 6H). 

Example 242 

3-r2-(2.2.6.6-Tetramethvl-piperidin-4-vlaminoVDvrirmdin-4-vll-lH-indole-^^ acid 
methvlamide 



The title compound was prepared as described in Example 215, starting from SEM- 
protected lH-indole-7-sulfonic acid methylamide and (4-chloro-pyrimidin-2-yl)-(2,2,6,6- 
tetramethyl-piperidin-4-yl)-amine, followed by cleavage of the SEM- protecting groups with 
TBAF. Yield: 70 mg (5%). 
MS (ESI): 443 [M+Hf 

'H-NMR (DMSO): 8 (ppm) 12.8 (s, 1H), 8.87 (d, 1H), 8.21 (d, 1H), 8.19 (s, 1H), 7.62 (d, 1H), 
7.51 (s, 1H), 7.29 (dd, 1H), 7.00 (s, 1H), 6.12 (s, 1H), 4.40-4.50 (m, 1H), 2.52 (s, 3H), 1.95 (dd, 
2H), 1.32 (s, 7H), 1.21 (dd, 2H), 1.12 (s, 6H). 



and treated with 10 equvalents of TBAF under reflux for 8h. The reaction mixture was given into 




,NH 
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Example 243 

f^-Aza-s P iror3-^1non-vlVr4-f nh1nro-1H-indn1-^-v1Vpvrimidin-2-viV 




Ste p A: 7-Cb1oro-3-(2-ch1 orfv-pvrimidin-4-vl>-lH-indole 




CI 

The title compound was prepared analogous to Step B of Method A, starting from 2,4- 
dichloropyrimidine, [l-(tert-Butyl-dimethyl-silanyl>7-cMoro-lH-indole-3-y« acid 
(prepared analogous as described in Example 215). 

Ste pB: (5-Aza-*pimr3.51non-v1W4-fchloro-l H-m ^^ ^ 

The title compound of Step A (56 mg, 0.2 mmol) and 8-Amino-5-aza-spiro[3.5]nonane- 
5-carboxylic acid tert-butylester (76 mg, 0.3 mmol) (prepared as described in Example 161b) 
were dissolved in 5 ml dioxane and 0.5 ml DIEA. This mixture was refluxed for 48 hours. The 
solvent was removed and the residue was BOC-deprotected with 4N-HC1 in dioxane. Again the 
solvent was removed and the residue was purified by flash chromatography on silicagel 
(DCM/methanoVammonia: 9/1/0.1) to give the racemic tide compound. Yield: 10 mg (36%). 
MS (ESI): 368 [M+H] + 

^-NMR (DMSO-d*. 120 °C): 8 (ppm) 8.45 (d, 1H), 8.25 (m, 2H), 7.30 (d, 1H), 7.15-7.10 (m, 
2H), 4.25-4.15 (m, 1H), 3.35-3.30 (m,lH), 3.05-2.95 (m, 1H), 2.50-2.30 (m, 4H), 2.20-2.15 (m, 
1H), 2.10-1.80 (m,5H). 
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Example 244 

r4-(7-CMoro-lH-indol-3 -vlVpvrimimn-2^^ 




H 

CI 

Step A: 4-Amino-2.2-dimethvl-piperidine-i-carboxvlic acid tert-butvl ester 

NH 2 




The title compound was prepared analogous to Step A of Example 161b, starting from 
2,2-dimethyl-4-oxo-piperidine-l-carboxylic acid tert-butyl ester (EP 685468) 

StepB: r4-(7-Chloi^lH-i ndol-3-viypvri^ 

The racemic tide compound was prepared as described in Step B of Example 243. 
MS (EST): 356 [M+H] + 

'H-NMR (DMSO-dV;, 120 °C): 8 (ppm) 8.45 (d, 1H), 8.30 (d, 1H), 8.15 (s, 1H), 7.30 (d, 1H), 
7.15 (t, 1H), 7.10 (d, 1H), 6.55-6.50 (m, 1NH), 4.40-4.30 (m, 1H), 3.30-3.20 (m, 2H), 2.25-2.10 
(m, 2H), 1.75-1.60 (m, 2H), 1.45 (s, 3H), 1.40 (s, 3H). 
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FxninDle 245 




The racemic tide compound was prepared as described in Example 244, starting from 7- 
Huoro-3-(2K:hloro-pyrimidin-4-yl>lH-indole. 
MS (ESI): 340 [M+H] + 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.30 (d, 1H), 8.20 (d, IB). 8.10 (m, 1H), 7.15-7.05 (m, 
1H), 7.05 (d, 1H), 7.00 (dxd, 1H), 6.55-6.50 (m, INK), 4.40-4.30 (m, 1H), 3.35-3.25 (m, 2H), 
2.25-2.10 (m, 2H), 1.75-1.60 (m, 2H), 1.50 (s, 3H), 1.45 (s, 3H). 



fl-Aza-st 



F/g ample 246 

rS.51undec-^y1vr4-(7-f1""ra-1H-indol-2 




c. acid tert-hutvl ester 





The title compound was prepared analogous to Step A of Example 161b, starting from 4- 
Oxo-l-aza-spirotS^undecane-l-carboxylic acid tert-butyl ester ^Tetrahedron Utters 42, 4815 

(2001)). 
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StepB:fl-Aza-spiror5.51undec^-vlVr4-f7-fluoro-lH-indol-3-vlVpvrimidin-2-vl1-amma 

The racemic title compound was prepared as described in Example 244, starting from 7- 
Huoro-3-(2^hloro-pyrimidin-4-yl)-lH-indole and 4-amino-l-aza-spiro[5.5]undecane-l- 
carboxylic acid tert-butyl ester from step A. 
MS (ESI): [M+H] + 

'H-NMR (DMSO-de, 120 °C): 5 (ppm) 8.30 (d, 1H), 8.20 (d, 1H), 8.15 (s, 1H), 4.40-4.30 (m, 
1H), 3.30-3.20 (m, 2H), 2.45-2.40 (m, 1H), 2.25-2.20 (m, 1H), 2.15-2.05 (m, 1H), 1.95-1.80 (m, 
4H), 1.80-1.70 (m, 2H), 1.65-1.45 (m, 4H), 1.45-1.40 (m, 1H). 



The racemic title compound was prepared analogous to Method A, starting from 2,4- 
dichloropyrimidine, [l-(tert-butyl-dimethyl-silanyl)-lH-indole-3-yl] boronic acid (prepared by 
the procedure described in Example 215) and frans-2,6-dimethyl-piperidin-4-yl amine (see step 
A of Example 161c and WO-97/36871). 



MS (ESI): 322.3 [M+H] + 

'H-NMR (DMSO-dg): 5 (ppm) 8.62 (br d, 1H), 8.21 (s, 1H), 8.12 (br d, 1H), 7.45 (br d, 1H), 
7.03-7.22 (m, 2H), 6.98 (d, 1H), 6.72 (br d, 1H), 4.25 (br m, 1H), 3.33 (brm, 1H), 3.05 (br m, 
1H), 1.9-2.0 (m, 2H), 0.9-1.9 (m, 8H). 



Example 247 

yran^-f2.6-Dimemvl-piperidin-4-vlVr4-nH-indol-3-vlVpvrimidin-2-vl1-amine 




4-33165P1 



-184- 





"VS — f 



The racemic title compound was prepared analogous to Method A, starting from 2,4- 
dichloropyrimidine, [l-(tert-butyl-dimethyl-silanyl)-7-cWoi^ boronic acid 

(prepared by the procedure described in Example 215) and ^an5-2,6-dimemyl-piperidin-4-yl 
amine (see step A of Example 161c and WO-97/36871). 
MS (ESI): 356.2 [M+Hf 

'H-NMR (DMSO-ds): 5 (ppm) 8.62 (br m, 1H), 8.32 (s, 1H), 8.17 (br d, 1H), 7.28 (d, 1H), 7.1 
(br m, 1H), 7.07 (d, 1H), 6.83 (br d, 1H), 4.28 (br m, 1H), 3.35 (br m, 1H), 3.05 (br m, 1H), 1.9- 
2.0 (m, 2H), 0.9-1.9 (br m, 8H). 



Example 249 




The racemic title compound was prepared analogous to Method A, starting from 2,4- 
dichloropyrimidine, [l-(tert-butyl-dimemyl-silanyl)-7-fluoro-lH-indo^^ boronic acid 
(prepared by the procedure described in Example 215) and fra/«-2,6-dimethyl-piperidin-4-yl 
amine (see step A of Example 161c and WO-97/36871). 
MS (ESI): 340.3 [M+Hf 

'H-NMR (DMSO-ds): 5 (ppm) 8.45 (br m, 1H), 8.3 (s, 1H), 8.15 (br d, 1H), 6.96-7.1 (m, 3H), 
4.25 (br m, 1H), 3.35 (br m, 1H), 3.05 (br m, 1H), 1.88-1.98 (m, 2H), 0.9-1.85 (m, 8H). 
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Example 250 

((2R.4R.6S)-2.6-Dimemvl-piperidin^^ 



The title compound was prepared analogous to Method A, starting from 2,4- 
dichloropyrimidine, [l-(tert-butyl-dimethyl-silanyl)-7-chloro-lH-indole-3-yl] boronic acid 
(prepared by the procedure described in Example 215) and cw-2,6-dimemyl-piperidin-4-yl amine 
(separated from the trans-isomer as described in WO-97/36871). The (2R,4R,6S)-isomer was 
separated from the diastereomeric mixture by preparative HPLC chromatography. The 
stereochemical assignment is based on NOE-experiments (data not shown). 
MS (ESI): 340.3 [M+H] + 

'H-NMR (DMSO-de): 5 (ppm) 12.03 (s, 1H), 8.43 (br m, 1H), 8.32 (br s, 1H), 8.16 (br d, 1H), 
6.98-7.14 (m, 4H), 6.88 (br d, 1H), 3.9 (br m, 1H), 2.65-2.85 (br m, 2H), 1.8-2.08 (br m, 2H), 
0.92-1.1 (br m, 2H) overlaping 1.04 (d, 6H). 

Example 251 

((2R.4S.6S)-2.6-Dimemvl-piperimn-4-vlVr4-(7-fluoro-lH-indol-3 -vlVpvrirmmn-2-v^ 



is based on NOE-experiments (data not shown). 
MS (ESI): 340.3 [M+Hf 

'H-NMR (DMSO-dg): 8 (ppm) 12.2 (s, 1H), 8.43 (br s, 1H), 8.31 (s, 1H), 8.18 (d, 1H), 7.0-7.17 
(m, 4H), 6.81 (br d, 1H), 4.28 (br m, 1H), 3.05 (m, 2H), 1.8-1.9 (m, 2H), 1.15-1.35 (m, 2H), 0.98 
(d,6H). 





F 



The title compound was separated as the (2R,4S,6S>isomer from the diastereomeric 
mixture of Example 250 by preparative HPLC chromatography. The stereochemical assignment 
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F/xample252 




The title compound was prepared as described in Example 215, starting from 5-fluoro-l- 
(2-trimethylsilanyl-ethoxymethyl)-lH-indole (prepared by SEM protection of 5-fluoro-lH-indole 
using standard procedures) and (4-cMoro-pyriimd^^ 
amine, followed by cleavage of the SEM protecting group with TBAF. 
MS (ESI): 368.3 [M+H] + 

'H-NMR (DMSO-ds): 5 (ppm) 8.27-8.5 (br m, 2H), 8.13 (br d, 1H), 7.45 (m, 1H), 6.95-7.07 (br 
m, 2H), 6.8 (br s, 1H), 4.45 (br m, 1H), 1.8-1.9 (m, 2H), 1.0-1.4 (m, 14H). 

Example 253 
rd-f6-Chloro-5-fl»nrn-m-indol-3 - v1Vnvri m idin-2-vn 

CI 

The title compound was prepared as described in Example 215, starting from 6-chloro-5- 
fluoro-l-(2-trimethylsilanyl-ethoxymethyl)-lH-indole (prepared by SEM protection of 6-chloro- 
5-fluoro-lH-indole using standard procedures) and (4-cMoro-pyrimidin-2-yl)-(2,2,6,6- 
tetramethyl-piperidin-4-yl)-amine, followed by cleavage of the SEM protecting group with 
TBAF. 

MS (ESI): 402.2 [M+Hf 

'H-NMR (DMSO-d* , 120 °C): 8 (ppm) 8.45 (d, 1H), 8.17 (m, 2H), 7.6 (d, 1H), 6.95 (d, 1H), 
6.14 (br m, 1H), 4.45 (br m, 1H), 1.88-1.97 (m, 2H), 1.32 (s, 6H), 1.14-1.26 (m, 2H), 1.12 (s, 
6H). 
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Example 254 



i4-(7-Chloro-5-fluororlH-indol-3-vlVpvrirm^ 



fluoro-l-(2-trimethylsilanyl-ethoxymethyl)-lH-indole (prepared by SEM protection of 7-chloro- 



TBAF. 

MS (ESI): 402.2 [M+H] + 

! H-NMR (DMSO-de): 8 (ppm) 8.3 (br m, 1H), 8.2 (br m, 2H), 7.16 (br m, 1H), 7.0 (br m, 1H), 
6.15 (br m, 1H), 4.45 (br m, 1H), 1.88 - 1.97 (m, 2H), 1.1-1.4 (m, 14H). 

Example 255 

r4-i6-(^loro-7-fluoro-lH-mdol-3-viVpm 



The title compound was prepared as described in Example 215, starting from 6-chloro-7- 
fluoro-l-(2-trimethylsilanyl-ethoxymethyl>lH-indole (prepared by SEM protection of 6-chloro- 
7-fluoro-lH-indole using standard procedures) and (4-cMorc^pyrimidin-2-yl)-(2,2,6,6- 
tetramemyl-piperidin-4-yl)-amine, followed by cleavage of the SEM protecting group with 
TBAF. 

MS (ESI): 402.2 [M+H] + 

'H-NMR (DMSO-ds): 5 (ppm) 8.48 (br m, 1H), 8.38 (s, 1H), 8.19 (br d, 1H), 7.1 (br m, 1H), 
7.06 (d, 1H), 6.88 (br m, 1H), 4.4 (br m, 1H), 1.8-1.95 (m, 2H), 1.0-1.65 (m, 14H). 




CI 



The title compound was prepared as described in Example 215, starting from 7-chloro-5- 



5-fluoro-lH-indole using standard procedures) and (4-cWoro-pyrimidin-2-yl>(2,2,6,6- 
tetramethyl-piperidin-4-yl)-amine, followed by cleavage of the SEM protecting group with 
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The following Examples (256 to 263) were prepared by the General Procedure for the 
Heck olefination of chloro-indole derivatives with the appropriate olefins, outlined below for 
Example 256. 



Example 256 

{ < >-Flnoro-3-r2-(? 1 '2-6-6-tetrar nftthv1-piperidin-4- 

l-methvl-but-3-en-2-ol 



imitiin-4-vll-l H-indol-o-vll 




The SEM-protected intermediate {4-[6-Chloro-5-fluoro-l-(2-trimethylsilanyl- 
emoxvme&ylHH-mdol^ 

obtained from Example 253, (200 mg, 0.38 mmol) was suspended in 2 ml of dioxane and.mixed 
with 5 equivalents of 2-methyl-but-3-en-2-ol and 5 equivalents of dicyclohexyl-methyl-amine. 
To this mixture, 0.03 equivalents of Pd(f-Bu3P) 2 were added and the vial was closed with a 
pressure-tight septum. The vial was then placed in a Smith-Creator™ microwave reactor and 
heated at 160 °C for 600 seconds. After cooling, the formed precipitate was filtered-off , 
redissolved in methanol and filtered through a pad of silicagel to remove the catalyst. The 
solution was evaporated to give crude (E)-4-[5-Huoro-3-[2-(2,2,6,6-tetramemyl-piperimn^ 

ylammoVpyrimicnn^ 

2-ol which was subsequently treated with TBAF in THF to remove the SEM protecting group. 
After purification by preparative HPLC chromatography the desired title product was obtained. 
Yield: 40%. 

MS (ESI): 452.3 [M+H] + 

'H-NMR (DMSO-ds): 8 (ppm) 8.25-8.4 (br m, 2H), 8.14 (br d, 1H), 7.56 (d, 1H), 6.98 (d, 1H), 
6.7-6.85 (br m, 2H), 6.46 (d, 1H), 4.76 (s, 1H), 4.48 (br m, 1H), 1.8-1.88 (m, 2H), 1.0-1.4 (m, 
20H). 



4-33165P1 




Example 257 

(EV3-l5-Huor(>3-r2-(2.2.6.6-tetrame^^ 
acrvlonitrile 




The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 253 and acrylonitrile, followed by TB AF 
deprotection of the SEM group. 
MS (ESI): 419.3 [M+H] + 

^-NMR (DMSO-de): 8 (ppm) 8.48 (br s, 1H), 8.17 (br d, 1H), 7.83 (br d, 1H), 7.76 (d, 1H), 
6.96-7.06 (br m, 2H), 6.85 (br m, 1H), 6.43 (d, 1H), 4.45 (br m, 1H), 1.77-1.88 (m, 2H), 1.0-1.4 
(m, 14H). 

Example 258 

reV4-{5-Huoro-3-r2-(2.2.6.6-tetrame^ 
2-methvl-but-3-en-2-ol 




The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 254 and 2-methyl-but-3-en-2-ol, 
followed by TBAF deprotection of the SEM group. 
MS (ESI): 452.3 [M+H] + 

^-NMR (DMSO-dg): 8 (ppm) 8.1-8.4 (br m, 3H), 7.20 (br d, 1H), 7.05 (m, 2H), 6.8 (br s, 1H), 
6.6 (m, 1H), 4.7 (brs, 1H), 4.5 (br s, 1H), 1.8-1.9 (m, 2H), 1.05-1.45 (brm, 20H). 
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ExamBjg 259 

(P )^-n-r2-f2.2 ^ ^-Tpti^methvl T T^din-4-vlaminoVpvri 
acrvlonitrile 



The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 229 and acrylonitrile, followed byTBAF 
deprotection of the SEM group. 
MS (ESI): 401.3 [M+H] + 

'H-NMR (DMSO-d*): 8 (ppm) 8.65 (br m, 1H), 8.37 (br s, 1H), 8.17 (br d, 1H), 7.78 (d, 1H),. 
7.72 (br s, 1H), 7.4 (br m, 1H), 7.04 (br d, 1H), 6.8 (br m, 1H), 6.44 (d, 1H), 4.45 (br m, 1H), 
1.8-1.95 (m, 2H), 1.0-1.4 (m, 14H). 




Example 260 



[4-[6-C fBV2-I 
4-vlVamine 



idin^-vll-^^.e.e-tetraTn^thyl-piperidin- 




The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 229 and 1-vinyl-lH-imidazole, followed 
by TBAF deprotection of the SEM group. 
MS (EST): 442.3 [M+H] + 
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'H-NMR (DMSO-de): 5 (ppm) 8.62 (br d, 1H), 8.22 (br s, 1H), 8.15 (br d, 1H), 8.07. (br s, 1H), 
7.84 (d, 1H), 7.75 (br s, 1H), 7.54 (br s, 1H), 7.25 (br d, 1H), 7.17 (d, 1H), 7.06 (br s, 1H), 702 
(d, 1H), 6.75 (br d> 1H), 4.47 (br m, 1H), 1.9-1.95 (m, 2H), 1.05-1.45 (m, 14H). 

Example 261 

nBV3-(3-r2-(2.2.6.6-Tetramemvl-piperidin^ 
acrvlonitrile 




N 

The tide compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 228 and acrylonitrile, followed by TBAF 
deprotection of the SEM group. 
MS (ESI): 401.3 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.66 (br d, 1H), 8.32 (br s, 1H), 8.17 (d, 1H), 7.28 (br d, 1H), 
7.0-7.2 (br m, 3H), 6.8 (br d, 1H), 6.57 (d, 1H), 4.45 (br m, 1H), 1.8-1.9 (m, 2H), 1.0-1.4 (m, 
14H). 

Example 262 

(EVNJ^-Dimethvl-3-f3-r2-(2.2.6.6-tetramemvl-piperidin-4-vlaminoVpv^ 
7-y1}-flCTYlflTmde 
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The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 228 and N,N-dimethyl-acrylamide, 
followed by TBAF deprotection of the SEM group. 
MS (ESI): 447.3 [M+H] + 

'H-NMR (DMSSO-ds): 5 (ppm) 8.72 (far d. 1H), 8.27 (s, 1H), 8.16 (br d, IB). 8.06 (d, 1H), 7.68 
(br d, 1H), 7.3 (d, 1H), 7.1 (br s, 1H), 7.06 (d, 1H), 6.76 (br d, 1H), 4.46 (br m, 1H), 3.23 (s, 3H), 
3.0 (s, 3H), 1.8-1.9 (m, 2H), 1.0-1.4 (m, 14H). 



Rxamnle 263 

.iJMrth yUI-i 3-f2-(2 ^..fi^-tetram ftthvl-piperidin^vlamino) 
acrvlonitrile 




The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 228 and 2-methyl-acrylonitrile, followed 
by TBAF deprotection of the SEM group. The formation of about 20% of the (^Isomer was 
also observed. 
MS (ESI): 415.3 [M+Hf 

1 H-NMR (DMSO-d5): 5 (ppm) 8.75 (br m, 1H), 8.32 (s, 1H), 8.16 (br m, 1H), 7.80 (s, 1H), 7.32 
(br d, 1H), 7.15 (br m, 1H), 7.05 (br d, 1H), 6.8 (br d, 1H), 4.45 (br m, 1H), 2.18 (s, 3H), 1.8-1.95 
(m,2H), 1.05-1.4 (m, 14H). 
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Example 264 

4-<5-Huoro-3-r2-(2.2.6.6-tetram^ 
methvl-butan-2-ol 



OH 

The title compound was prepared by catalytic hydrogenation of Example 256 with Pd/C 
in methanol. 

MS (ESI): 454.3 [M+Hf 

*H-NMR (DMSO-de): 5 (ppm) 8.2-8.35 (br m, 2H), 8.13 (br d, 1H), 7.28 (br d, 1H), 6.97 (br d, 
1H), 6.75 (br m, 1H), 4.45 (br m, 1H), 4 .3 (s, 1H), 2.7-2.8 (m, 2H), 1.8-1.9 (m, 2H), 1.65-1.75 
(m, 2H), 1.0-1.4 (m, 20H). 

Example 265 

3-f5-Huoro-3-r2-f2.2.6.6-tetramemvl-pir}eridin-4- v 1aminoVDvrimidin-4^^ 
propionitrile 



The title compound was prepared by catalytic hydrogenation of Example 257 with Pd/C 
in methanol. 

MS (ESI): 421.3 [M+H] + 

'H-NMR (DMSO-de): 8 (ppm) 8.25-8.45 (br m, 2H), 8.15 (br d, 1H), 7.43 (br d, 1H), 6.99 (br d, 
1H), 4.45 (br m, 1H), 3.04 (t, 2H), 2.86 (t, 2H), 1.8-1.9 (m, 2H), 1.0-1.4 (m, 14H). 
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Example 266 

3W7-Huoro-3-r2-(2.2.6.6-tetramethvl-pip e ^^ 
propionitrile 




N 

The title compound was prepared by the general Heck procedure described in Example 
256, using the SEM-protected intermediate of Example 255 and acrylonitrile, followed by TBAF 
deprotection of the SEM group and catalytic hydrogenation with Pd/C in methanol. 
MS (ESI): 421.3 [M+Hf 

'H-NMR (DMSO-dfi): 8 (ppm) 8.4 (br d, 1H), 8.27 (s, 1H), 8.15 (br d, 1H), 6.73-7.07 (br m, 3H), 
4.43 (br m, 1H), 3.06 (br t, 2H), 2.86 (br t, 2H), 1.8-1.9 (m, 2H), 1.05-1.45 (m, 14H). 

Example 267 

4-f5-Fluoro-3-r2-f2.2.6.6-tetr a me^ 
methvl-butan-2-ol 

N k^NH 




HO 

The title compound was prepared by catalytic hydrogenation of Example 258 with Pd/C 
in methanol. 

MS (ESI): 454.3 [M+H] + 

^-NMR (DMSO-ds): 8 (ppm) 8.27 (s, 1H), 8.20 (s, 1H), 8.05-8.25 (br m, 2H), 7.0 (br d, 1H), 
6.82 (br d, 1H), 6.72 (br m, 1H), 4.45 (br m, 1H), 2.93 (m, 2H), 1.72-1.88 (m, 4H), 1.0-1.4 (m, 
14H). 
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Example 268 

3-t3-r2-(2.2.6,6-Tetramemv1-p i perim^ 




The title compound was prepared by catalytic hydrogenation of Example 259 with Pd/C 
in methanol. 

MS (ESI): 403.3 [M+H] + 

'H-NMR (DMSO-ds): 5 (ppm) 8.53 (br m, 1H), 8.24 (br d, 1H), 8.16 (br d, 1H), 7.48 (s, 1H), 
7.0-7.15 (m, 3H), 4.5 (br m, 1H), 3.0 (t, 2H), 2.87 (t, 2H), 2.0-2.15 (m, 2H), 1.2-1.65 (m, 14H). 

Example 269 

j^jej^njdazojzlzyJbefl^^ 
ylVamine 




The tide compound was prepared by catalytic hydrogenation of Example 260 with Pd/C 
in methanol. 

MS (ESI): 444.3 [M+H] + 

'H-NMR (DMSO-de , 120 °C): 5 (ppm) 8.42 (d, 1H), 8.15 (d, 1H), 8.01 (s, 1H), 7.46 (br s, 1H), 
7.24 (br s, 1H), 7.06 (br s, 1H), 6.92-6.96 (m, 2H), 6.86 (br s, 1H), 5.95 (br m, 1H), 4.45 (br m, 
1H), 4.28 (t, 2H), 3.17 (t, 3H), 1.9-1.97 (m, 2H), 1.32 (s, 6H), 1.14-1.24 (m, 2H), 1.12 (s, 6H). 
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Examnle 270 

3-<3-r2-f2.2.6-6-Tetramethv1-piperidin-4-vlaminoVp vrinMdin-4-v11-lH-ind^ 



The tide compound was prepared by catalytic hydrogenation of Example 261 with Pd/C 



MS (ESI): 403.3 [M+Hf 

*H-NMR (DMSO-de): 5 (ppm) 8.57 (br d, 1H), 8.28 (br s, 1H), 8.14 (or d, 1H), 7.11 (br d, 1H), 
7.0-7.07 (m, 2H), 6.74 (br d, 1H), 4.46 (br m, 1H), 3.21 (t, 2H), 2.9 (t, 2H), 1.8-1.9 (m, 2H), 
1.05-1.4 (m,14H). 

Examaple 271 

NJq-Dimefov1-3-f3-r2-(2.2.6.6-teti^^ 
yl \ -propinnamide 



The title compound was prepared by catalytic hydrogenation of Example 262 with Pd/C 
in methanol. 

MS (ESI): 449.3 [M+H] + 

1 H-NMR (DMSO-dg): 5 (ppm) 8.95 (br s, 1H), 8.45 (br s, 1H), 8.23 (br d, 1H), 8.17 (br d, 1H), 
7.88 (br s, 1H), 6.95-7.2 (m, 3H), 4.55 (br m, 1H), 3.11 (br t, 2H), 2.95 (s, 3H), 2.86 (s, 3H), 2.71 
(br t, 2H), 2.05-2.15 (m, 2H), 1.35-1.6 (m, 14H). 




in methanol. 
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Example 272 

2-Methvl-3-{3-f2-(2.2.6,6-tetr^ 
propionitrile 



MS (ESI): 417.3 [M+H] + 

^-NMR (DMSO-cfc): 5 (ppm) 8.58 (d, 1H), 8.27 (s, 1H), 8.14 (br d, 1H), 7.0-7.12 (m, 3H), 6.73 
. (br d, 1H), 4.45 (br m, 1H), 3.1-3.25 (m, 3H), 1.80-1.90 (m, 2H), 1.05-1.35 (m, 17H). 

The Agents of the Invention, as defined above, e.g., of formula I, II and m particularly as 
exemplified, in free or pharmaceutically acceptable acid addition salt form, exhibit 
pharmacological activity and are useful as pharmaceuticals, e.g. for therapy, in the treatment of 
diseases and conditions as hereinafter set forth. 

In particular Agents of the Invention are potent inhibitors of IKK and thus have potential 
for pharmaceutical use for treatment of diseases and medical conditions mediated by IKK. Li 
particular, as inhibitors of IKK, the Agents of the invention can act to inhibit or even block 
NFkB activated gene expression and thus act to inhibit production of inflammatory cytokines, 
such as TNF-a and IL-1, and also to potentially block the effects of these cytokines on their 
target cells. These and other pharmacological activities of the Agents of the Invention as may be 
demonstrated in standard test methods, for example as described below: 




in methanol. 



EXPERIMENTAL PROCEDURES - IkB kinase assay and IkB degradation assay 

Expression and purification of recombinant IkBoc substrate. The cDNA encoding 
human IkBoc was cloned into the vector pET17b (Novagen, Inc., Madison, Wisconsin, U.S.A.) 
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and recombinant iKBa protein was expressed in E. coli strain BL21 DE3 pLysS (Novagen, Inc., 
Madison, Wisconsin, U.S.A.) according to the suppliers specifications and purified as follows 
(all steps at 0-4 °C). 3 g of wet cell pellet was resuspended in 10 ml of 50 mM Tris/HCl buffer at 
pH 8.0, containing 1 mM DTE, and sonicated on ice (3 x 1 min). The resulting homogenate was 
centrifuged in a Beckman JA-20 rotor (Beckmann Instruments, Fullerton, CA, U.S.A.) at 15,000 
rpm for 15 minutes and the IkBcc protein was precipitated from the supernatant by addition of 
15% (w/v) ammonium sulfate. After incubation for 15 minutes and centrifugation in a Beckman 
JA-20 rotor at 14,000 rpm for 12 minutes, the pellet was dissolved in 20 ml of 50 mM Tris/HCl 
at pH 8.0, containing 1 mM DTE, and loaded onto a 35 ml Q-Sepharose Fast How column 
(Amersham Pharmacia Biotech AB, Uppsala, Sweden) equilibrated with the same buffer. Bound 
proteins were eluted with a linear gradient of 0-1 M NaCl. IxBa-containing fractions, which 
eluted between 0.55 and 0.6 M salt, were pooled, frozen by dripping the solution into liquid 
nitrogen, and stored at -80 °C. Typical yields were 2-7 mg of pure protein per liter of E. coli cell 
culture. 

Purification of IkB kinase. IkB kinase was purified from TNFoc-stimulated HeLa cells. HeLa 
cells were maintained in RPMI 1640 medium (GIBCO BRL, life Technologies AG, Basel, 
Switzerland) supplemented with 5% fetal calf serum, 446 mg/1 L-alanyl-I^glutamine, 50 fiM 
mercaptoethanol. For 12 hours prior to stimulation, the cells were starved in serum-free RPMI 
1640 medium supplemented with U-alanyl-L-glutamine, 50 /iM mercaptoethanol, 100 IU/ml 
penicilline (GIBCO BRL, Life Technologies AG, Basel, Switzerland) and 100 /ig/ml 
streptomycine (GIBCO BRL, Life Technologies AG, Basel, Switzerland). The starved cells were 
stimulated with 50 ng/ml TNFot for 5 min at 37 °C, immediately chilled to 4°C and collected by 
centrifugation. All subsequent steps were carried out at 4°C or on ice. HeLa cells were suspended 
in ice-cold extraction buffer (10 mM Tris/HCl at pH 7.5, containing 10 mM KC1, 1 mM EDTA, 
1 mM DTE and 100 /ig/ml PMSF) and lysed by 20 strokes in a dounce homogenizer with a pistil 
B. Centrifugation in a Beckman JA-20 rotor for 30 minutes at 12,000 rpm and then in a Beckman 
Ti 45 rotor at 42,000 rpm for 2 hours yielded the post-ribosomal supernatant from which the 
proteins were precipitated with ammonium sulfate in a stepwise manner: addition of ammonium 
sulfate to a concentration of 8% (w/v), incubation for 15 min and centrifugation in a Beckman 
JA-20 rotor at 14,000 rpm was followed by a second precipitation step at 31% (w/v) ammonium 
sulfate. After an incubation period of 15 min and centrifugation in a Beckman JA-20 rotor at 
14,000 rpm the latter pellet was dissolved in 50 ml of 25 mM Tris/HCl buffer at pH 8.0, 
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containing 1 mM DTE, and dialyzed extensively against the same buffer. The protein solution 
was then loaded onto a 300 ml Q-Sepharose Fast Flow column which was equilibrated with the 
above dialysis buffer. Bound proteins were eluted with a gradient of 0-1 M NaCl. IkB kinase 
activity, which eluted from the column between 300 mM and 350 mM NaCl, was concentrated 
by ultrafiltration with Amicon PM 10 filters (Amicon, Inc., Beverly, MA, U.S.A.). The 
concentrated protein solution was then passed over a Sephacryl S300 column (Amersham 
Pharmacia Biotech AB, Uppsala, Sweden) developed in 25 mM Tris/HCl buffer at pH 8.0, 
containing 150 mM NaCl and 1 mM DTE. The IkB kinase-containing fractions were pooled, 
loaded onto a MonoQ column (Amersham Pharmacia Biotech AB, Uppsala, Sweden) and eluted 
with a linear gradient of 0. 15-0.5 M NaCl in 25 mM Tris/HCl, pH 8.0, 1 mM DTE. Purified IkB 
kinase was stored frozen at -80 °C until further use. 

IkB kinase activity assay. Nunc-ImmunoPlates MaxiSorp (life Technologies AG, Basel, 
Switzerland) were coated for 2 hours at room temperature with 50 /*l/well of 25 pM IkBcx in 50 
mM Tris/HCl at pH 8.0, 1 mM DTE. After blocking for 1 hour with a solution of 2 % (w/v) BSA 
in PBS buffer, the plates were washed 5 times with PBS containing 0.05 % (v/v) Tween 20. The 
kinase reaction was done in 50 mM Tris/HCl buffer at pH 8.0, containing 10 mM MgCl 2 and 1 
mM DTE. The substrate ATP was used at a concentration of 10 ftM and the reaction started by 
the addition of the purified IkB kinase. For measuring the inhibition of IkB kinase by 
compounds, the test compounds were dissolved in DMSO and added to the enzyme reaction 
prior to addition of the kinase. After 20-90 minutes at room temperature the reaction was 
terminated by washing with PBS/0.05 % (v/v) Tween 20. The phosphorylated IkB<x was then 
detected using a phospho-specific IkB(X (Ser32) antibody (New England Biolabs, Beverly, MA, 
U.S.A., cat # 9041S) in combination with a horseradish peroxidase conjugated anti-rabbit IgG 
antibody (Santa Cruz Biotechnology, Santa Cruz, CA, U.S.A.) and employment of BM Blue 
POD substrate (Roche Diagnostics AG, Basel, Switzerland) as follows. The first, phospho- 
specific IkBcc antibody was diluted 1:1500 with PBS, 2 % (w/v) BSA, 0.05 % (v/v) Tween 20 
and added to the wells. After incubation for 1 hour at room temperature, the plates were washed 
5 times with PBS containing 0.05 % (v/v) Tween 20. The second antibody, diluted 1:3000 with 
. PBS, 2 % (w/v) BSA, 0.05 % (v/v) Tween 20, was then added to the wells and the plates allowed 
to incubate for 1 hour at room temperature. Following 5 washing steps with PBS, 2 % (w/v) 
BSA, 0.05 % (v/v) Tween 20, 50 pi BM Blue POD substrate was added to each well. The color 
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reaction was stopped by addition of 50 j»l of 2.25 M H 2 S0 4 and the absorbance of the wells 
measured at 450 nm versus 650 nm. Each compound was tested twice in duplicate and 
calculation of IC 50 values were done using the GraphPad Prism software (GraphPad Software, 
Inc., San Diego, CA, U.S.A.). Agents of the invention typically have IC 50 values when measured 
in the above assay in the range from 20 to 1000 nM. 

IkBcc degradation assay. THP-1 cells were maintained in RPMI 1640 medium with 
Glutamax-I (GD3CO BRL, Life Technologies AG, Basel, Switzerland) supplemented with 10% 
fetal calf serum, 100 U/ml penicilline and 100 peg/ml streptomycine. For the assay, the cells were 
transferred to 96-well plates (Nunc, Life Technologies AG, Basel, Switzerland, cat #245128) at 
a density of 600 000 cells/well and stimulated with 10 ng/ml TNFa for 12 minutes at room 
temperature. For measuring the inhibition of TNFcerstimulated IkBcc degradation by compounds, 
the test compounds were dissolved in DMSO and added to the cell suspension prior to addition 
of TNFa. Following incubation, the plates were centrifuged at 1200 rpm in a Heraeus Megafuge 
2.0R (Heraeus AG, Zuerich, Switzerland), the supernatants discarded, and the cell pellet 
dissolved in 50 /tl/well Laemmli sample buffer (Bio-Rad Laboratories AG, Glattbrugg, 
Switzerland, cat. #161-0737) supplemented with 5 % (v/v) 2-mercaptoethanol. The concentration 
of IkBcc in the individual samples was analyzed by Western blotting using NOVEX 10 % Tris- 
Glycine gels (Invitrogen, Life Technologies AG, Basel, Switzerland) and the ECL+Plus Western 
blotting detection reagents (Amersham Pharmacia Biotech AB, Uppsala, Sweden) according to 
the manufacturer's specifications. The primary antibody was an anti-lKBa antibody (Santa Cruz 
Biotechnology, Santa Cruz, CA, U.S.A., cat # sc-371) diluted 1:1000 and the secondary 
antibody a goat anti-rabbit IgG HRP-cojugated antibody (Bio-Rad Laboratories AG, Glattbrugg, 
Switzerland, cat #172-1019). Each compound was tested in duplicate and estimation of IC 5 o 
values were done based on densitometric scanning or visual inspection. Agents of the invention 
typically have IC 50 values when measured in the above assay in the range from 0.5 to 30 jiM. 

Assay for Inhibition of TNF-ot release from hPBMCs 

Human peripheral blood mononuclear cells (hPBMCs) are prepared from the peripheral blood 
of healthy volunteers using ficoll-hypaque density separation according to the method of Hansell et 
al., J. Imm. Methods (1991) 145: 105. and used at a concentration of 10 s ceils/well in RPMI 1640 
plus 10% FCS. Cells are incubated with serial dilutions of the test compounds for 30 minutes at 
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37°C prior to the addition of IFNg (100 U/ml) and LPS (5 mg/ ml) and subsequently further 
incubated for three hours. Incubation is terminated by centrifugation at 1400 RPM for 10 min, 
TNF-cc in the supernatant is measured using a commercial ELLS A (Innotest hTNFa, available from 
Innogenetics N.V., Zwijnaarde, Belgium). Agents of the Invention are tested at concentrations of 
from 0 to 10 mM. Exemplified Agents of the Ivention typically suppress TNF release in this assay 
with IQo values raging from about 100 nM to about 3000 nM or less when tested in this assay. 

Assay for Inhibition ofTNF-fx Produ ction in LPS stimulated mice 

Injection of lipopolysaccharide (LPS) induces a rapid release of soluble tumour necrosis 
factor (TNF-a) into the periphery. This model is be used to analyse prospective blockers of TNF 
release in vivo. 

LPS (20 mg/kg) is injected i.v. into OF1 mice (female, 8 week old). One (1) hour later 
blood is withdrawn from the animals and TNF levels are analysed in the plasma by an ELISA 
method using an antibody to TNF-a. Using 20 mg/kg of LPS levels of up to 15 ng of TNF-a / ml 
plasma are usually induced. Compounds to be evaluated are given either orally or s.c. 1 to 4 
hours prior to the LPS injection. Inhibition of LPS-induced TNF-release is taken as the readout 

Agents of the Invention typically inhibit TNF production to the extent of up to about 50% 
or more in the above assay when administered at 30 mg/kg p.o., i.v. or s.c. 

As indicated in the above assays Agents of the Invention are potent inhibitors of TNF-a 
release. Accordingly, the Novel Compounds have pharmaceutical utility as follows: 

Agents of the Invention are useful for the prophylaxis and treatment of diseases or 
pathological conditions mediated by cytokines such as TNFa and E>-1, e.g., inflammatory 
conditions, autoimmune diseases, severe viral infections, and organ or tissue transplant rejection, 
e.g. for the treatment of recipients of heart, lung, combined heart-lung, liver, kidney, pancreatic, 
skin or corneal transplants and for the prevention of graft-versus-host disease, such as following 
bone marrow transplants. In addition, Agents of the Invention are useful for the treatment of 
cancer. 
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Agents of the Invention are particularly useful for the treatment, prevention, or 
amelioration of autoimmune disease and of inflammatory conditions, in particular inflammatory 
conditions with an aetiology including an autoimmune component such as arthritis (for example 
rheumatoid arthritis, arthritis chronica progrediente and arthritis deformans) and rheumatic 
diseases. Specific auto-immune diseases for which Agents of the Invention may be employed 
include autoimmune haematological disorders (including e.g. hemolytic anaemia, aplastic 
anaemia, pure red cell anaemia and idiopathic thrombocytopenia), systemic lupus erythematosus, 
polychondritis, scleredema, Wegener granulamatosis, dermatomyositis, chronic active hepatitis, 
myasthenia gravis, psoriasis, Steven-Johnson syndrome, idiopathic sprue, autoimmune 
inflammatory bowel disease (including e.g. ulcerative colitis and Crohn's disease), endocrine 
ophthalmopathy, Graves disease, sarcoidosis, multiple sclerosis, primary biliary cirrhosis, 
juvenile diabetes (diabetes mellitus type I), uveitis (anterior and posterior), keratoconjunctivitis 
sicca and vernal keratoconjunctivitis, interstitial lung fibrosis, psoriatic arthritis and 
glomerulonephritis (with and without nephrotic syndrome, e.g. including idiopathic, nephrotic 
syndrome or minimal change nephropathy). 

Agents of the Invention are also useful for the treatment, prevention, or amelioration of 
asthma, bronchitis, pneumoconiosis, pulmonary emphysema, and other obstructive or 

inflammatory diseases of the airways. 

Agents of the Invention are useful for treating undesirable acute and hyperacute 
inflammatory reactions which are mediated by TNF, especially by TNFa, e.g., acute infections, 
for example septic shock (e.g., endotoxic shock and adult respiratory distress syndrome), 
meningitis, pneumonia; and severe burns; and for the treatment of cachexia or wasting syndrome 
associated with morbid TNF release, consequent to infection, cancer, or organ dysfunction, 
especially AIDS -related cachexia, e.g., associated with or consequential to HIV infection. 

Agents of the Invention are also useful for the treatment of neurodegenerative diseases, 
such as Alzheimer's disease, acute encephalitis, brain injury, multiple sclerosis including 
demyelation and oligodendrocyte loss in multiple sclerosis and inflammatory nervous system 
diseases, such as neuroinflammatory and stroke. 
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Advantageously treatment with Agents of the Invention may result in inhibition of COX-2 
activity and as such the Agents of the Invention conveniently have the following additional uses. 
Thus the Agents of the Invention are particularly useful for the treatment of cyclooxygenase 
dependent disorders in mammals, including inflammation, pyresis, pain, osteoarthritis, 
rheumatoid arthritis, migraine headache, neurodegenerative diseases (such as multiple sclerosis), 
Alzheimer's disease, osteoporosis, asthma, lupus and psoriasis. 

The Agents of the Invention are further useful for the treatment of neoplasia particularly 
neoplasia that produce prostaglandins or express cyclooxygenase, including both benign and 
cancerous tumors, growths and polyps. Compounds of the present invention may be employed 
for the treatment of any neoplasia as for example recited in International Patent Application 
Publication No. WO 98/16227, published 23 April 1998, in particular epithelium cell-derived 
neoplasia. Compounds of the present invention are in particular useful for the treatment of liver, 
bladder, pancreas, ovarian, prostate, cervical, lung and breast cancer and, especially 
gastrointestinal cancer, for example cancer of the colon, and skin cancer, for example squamus 
cell or basal cell cancers and melanoma. 

The term "treatment" as used herein is to be understood as including both therapeutic and 
prophylactic modes of therapy, e.g. in relation to the treatment of neoplasia, therapy to prevent 
the onset of clinically or preclinically evident neoplasia, or for the prevention of initiation of 
malignant cells or to arrest or reverse the progression of premalignant to malignant cells, as well 
as the prevention or inhibition of neoplasia growth or metastasis. In this context, the present 
invention is, in particular, to be understood as embracing the use of compounds of the present 
invention to inhibit or prevent development of skin cancer, e.g. squamus or basal cell carcinoma 
consequential to UV light exposure, e.g. resultant from chronic exposure to the sun. 

The Agents of the Invention may also be used in ocular applications which include the 
treatment of ocular disorders, in particular of ocular inflammatory disorders, of ocular pain 
including pain associated with ocular surgery such as PRK or cataract surgery, of ocular allergy, 
of photophobia of various etiology, of elevated intraocular pressure (in glaucoma) by inhibiting 
the production of trabecular meshwork inducible glucocorticoid response (TIGR) protein, and of 
dry eye disease. 
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Agents of the Invention are particularly useful for treating diseases of bone metabolism 
including osteoarthritis, osteoporosis and other inflammatory arthritides. 

For the above indications the appropriate dosage will, of course, vary depending, for 
example, on the particular Agent of the Invention employed, the subject to be treated, the mode 
of administration and the nature and severity of the condition being treated. However, in general, 
satisfactory results in animals are obtained at daily dosages of from about 1 to about 50mg/kg/day 
p.o.. In larger mammals, for example humans, an indicated daily dosage is in the range of from 
about 50 to about 750mg of an Agent of the Invention administered orally once or, more suitably, 
in divided dosages two to four times/day. 

The Agents of the Invention may be administered by any conventional route, e.g. orally, for 
example in the form of solutions for drinking, tablets or capsules or parenterally, for example in 
the form of injectable solutions or suspensions. Normally for systemic administration oral dosage 
forms are preferred, although for some indications the Agents of the Invention may also be 
administered topically or dermally, e.g. in the form of a dermal cream or gel or like preparation 
or, for the purposes of application to the eye, in the form of an ocular cream, gel or eye-drop 
preparation; or may be administered by inhalation, e.g., for treating asthma. Suitable unit dosage 
forms for oral administration comprise e.g. from 25 to 250mg of Agent of the Invention per unit 



In accordance with the foregoing the present invention also provides in a further series of 
embodiments: 

A. A method of inhibiting production of soluble TNF, especially TNFo, or of reducing 
inflammation in a subject (i.e., a mammal, especially a human) in need of such treatment which 
method comprises administering to said subject an effective amount of an Agent of the 
Invention, or a method of treating any of the above mentioned conditions, particularly a method 
of treating an inflammatory or autoimmune disease or condition, e.g. rheumatoid arthritis, or 
alleviating one or more symptoms of any of the above mentioned conditions. 
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B. An Agent of the Invention for use as a pharmaceutical, e.g. for use as an 
immunosuppressant or antiinflammatory agent or for use in the prevention, amelioration or 
treatment of any disease or condition as described above, e.g., an autoimmune or inflammatory 
disease or condition. 

G. A pharmaceutical composition comprising an Agent of the Invention in association with a 
pharmaceutically acceptable diluent or carrier, e.g., for use as an immunosuppressant or anti- 
inflammatory agent or for use in the prevention, amelioration or treatment of any disease or 
condition as described above, e.g., an autoimmune or inflammatory disease or condition. 
D. Use of an Agent of the Invention in the manufacture of a medicament for use as ah 
immunosuppressant or anti-inflammatory agent or for use in the prevention, amelioration or 
treatment of any disease or condition as described above, e.g., an autoimmune of inflammatory 
disease or condition. 
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compound of fonnula I or a pharmaceutically acceptable salt, ester or prodrug thereof 

R13 




wherein 

Rl is H or optionally substituted (lower alkyl, aryl or aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl, -C(C»Rx, -S(0>Rx, -S(0)2-Rx, -CH 2 -0-Rx or -NH-C(C» 
Rx 

where Rx is OH, lower alkoxy, aryloxy, aryl-lower alkoxy, or NH 2 optionally mono- or 
disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl- 
lower alkyl); 

R2 is optionally substituted aryl, wherein aryl is not 4-(4-flurophenyl)-l(l-methylpiperdin- 
4-yl)imidazole; 

each of R3 and R4 is independently H, or optionally substituted lower alkyl, CN, halo, 
hydroxy, lower alkoxy 

Each of R6 to R13 is independently H or optionally substituted (lower alkyl, lower alkoxy, 
-CH 2 -0-Rx, -C(0>Rx, -0-C(0>Rx, -S(0)-Rx, -0-S(0)-Rx, -0-S(0)-Rx, -CHz-O-Rx or - 
NH-C(0)-Rx, 

where Rx is as defined above), and 

wherein at least 1 of the substituents R6 to R13 is not equal to H,or 

Any pair of R6 to R13 are joined to form an optionally substituted Ci to C 4 bridge in which 

one or more of the bridge atoms is optionally replaced by O, S or NRy, where Ry is H or 

optionally substituted (lower alkyl, -CH 2 -0-Rx, -C(0)-Rx, -S(0)-Rx, -S(0)2-Rx, -CHz-O- 

Rx or -NH-C(0)-Rx 

where Rx is as defined above). 



2. A compound according to claim 1, of formula II 
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R 



'10 



FV n 



wherein 



Rl* is H, OH, -C(0)-Rx, -S(0)-Rx, -S(0) 2 -Rx or -CH 2 -0-Rx, where Rx is as defined 
above or optionallky substituted lower alkyl, wherein the optional substituents. are 
preferably one or two substituents selected from OH, lower alkoxy, aryl, CN or NH 2 
optionally mono- or disubstituted by lower alkyl, aryl, aryl-lower alkyl, heterocycloalkyl or 
heterocycloalkyl-lower alkyl; 

R2' is optionally substituted phenyl, or heteroaryl, conveniently containing from 3 to to 10 
ring members, including fused ring heteroaryl, e.g. optionally substituted pyrrole, 
thiophene, benzothiophene, tetrahydrobenzothiophene, furan, thienopyridine, pyridine, 
pyrimidine, pyrazine, triazine, imidazole, thiazole, oxazole, indole, azaindole, thioindole, 
oxindole, purine, quinoline or isoquinoline; wherein optionally substituted imidazole is 
not 4<4-flurophenyl)-l(l--methylpiperdin-4-yl)imidazole; 

each R3' and R4' is independently H, CN, halo, hydroxy, lower alkyl or lower alkoxy; 
each of R8\ R9\ RIO' and Rir is independently H, lower alkyl, lower alkoxy, -CH 2 -0- 
Rx, -C(0)-Rx, -0-C(0)-Rx, -S(0>Rx, , -0-S(0)-Rx, -CH 2 -0-Rx or -NH-C(0)-Rx, where 
Rx is as defined above; 

wherein at least 1 of the substituents R8' to Rl 1' is not equal to H; or R8 and RIO are both 
H and R9 and Rll are joined to form an optionally substituted d to C 4 bridge in which 
one or more of the bridge atoms is optionally replaced by O, S or NRy, where Ry is H or 
optionally substituted lower alkyl, -C(0>Rx, -0-C(0)-Rx, -S(0)-Rx, , -0-S(0>Rx, -CH 2 - 
O-Rx or -NH-C(0)-Rx, where Rx is as defined above 
or a pharmaceutically acceptable salt, ester or prodrug thereof. 



3. A compound according to claim 1 of formula nia or mb or a pharmaceutically acceptable 
salt, ester or prodrug thereof 
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CH 3 
CH 3 




FY H 3 C CH 3 
wherein 

R2" is optionally substituted phenyl, thiophenyl, benzthiophenyl, pyridinyl, naphthalenyl or 
indolyl aryl (including heteroaryl), 

wherein R2" is optionally substituted by one or more substituents R20 independently 
selected from OH, halogen, CN, N0 2 , or optionally substituted (lower alkyl (including 
cycloalkyl), lower alkene, lower alkyne, lower alkoxy, lower alkenyloxy, lower alkynyloxy, 
aryl, heteroaryl or heterocycloalkyl, NH 2 (optionally mono- or ^substituted by lower alkyl, 
aryl, heteroaryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl-lower alkyl), or - 
C(0)-Rx, -0-C(0)-Rx, -S(0)-Rx, -S(0) 2 -Rx, -CH 2 -0-Rx or -NH-C(0>Rx, where Rx is as 
defined above), 

wherein R20 is optionally substituted by one or more substituents R21 independently 
selected from OH, halogen, CN, N0 2 , or optionally substituted (lower alkyl (including 
cycloalkyl), lower alkene, lower alkyne, lower alkoxy, lower alkenyloxy, lower alkynyloxy, 
aryl, heteroaryl, heterocycloalkyl, NH 2 (optionally mono- or disubstituted by lower alkyl, 
aryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl-lower alkyl), or -C(0)-Rx, -O- 
C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx, -CH 2 -0-Rx or-NH-C(0>Rx, where Rx is as defined 
above), and 

wherein R21 is optionally substituted by one or more substituents R22 independently 
selected from OH, halogen, CN, N0 2 , or lower alkyl (including cycloalkyl), lower alkoxy, 
aryl, heteroaryl, or heterocycloalkyl, NH 2 (optionally mono: or disubstituted by lower alkyl, 
aryl, aryl-lower alkyl, heterocycloalkyl or heterocycloalkyl-lower alkyl), or -C(0)-Rx, -O- 
C(0)-Rx, -S(0)-Rx, -0-S(0)-Rx, -CH 2 -0-Rx or -NH-C(0)-Rx, where Rx is as defined 
above). 

4. A compound selected from the compounds of Examples I to 226 and phannaceutically 
acceptable salts, esters or prodrugs thereof. 
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5. A process for the preparation of an Agent of the Invention of formula I 

R13. 

112 R11 

H \ / 
R6- 




R10 



R1 



do R7 / R9 
R8 



wherein the R substituents are as defined above, comprising 
(i) coupling of a pyrimidine derivative of formula IV, e.g. cMoro-pyrimidine, 
methanesulphonyl-pyrimidine or memanesulphinyl-pyrimidine with a piperidin-4-ylamine 
of formula V 



R13 



IV T T 
R3-V N 
R2 




wherein the R substituents are as defined above and X is halo, -SO-CH3 or -SO2-CH3; 



(ii) coupling of a (4-halc-pyrinndin-2-yl)-piperidin-4-yl-arnine of formula VII with a aryl 
boronic acid of formula X 

X R13 - 
H 

'RIO ■ (j)H 

R2^ B "OH 



12 R11 




VIII 



wherein the R symbols are as previously defined and Y is halo, or 
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(iii) for the preparation of an Agent of the Invention of formula I wherein R2 is N- 
heteroaryl attached to the pyrimidine ring via an N-atom, coupling of a (4-halo-pyrimidin- 
2-yl)-piperidin-4-yl-amine of formula X 

R13 




wherein the R symbols are as previously defined and Y is halo, e.g. CI, with the alkali 
metal salt, e.g. sodium or potassium salt, of the N-heteroaryl compound. 

6. A method of inhibiting IKK activity in a patient suffering from an IKK mediated disease 
which comprises administering to the patients an effective amount of a compound 
according to claiml. 

7. A method of inhibiting production of TNF, especially TNFoc, U COX-2, or other 
inflammatory mediators, or of reducing inflammation in a subject (i.e., a mammal, 
especially a human) in need of such treatment which method comprises administering to 
said subject an effective amount of an Agent of the Invention, or a method of treating any 
of the above mentioned conditions, particularly a method of treating an inflammatory or 
autoimmune disease or condition, e.g. rheumatoid arthritis, treatment of cancer, prevention 
of organ rejection or alleviating one or more symptoms of any of the above mentioned 
conditions. 

8. An Agent of the Invention for use as a pharmaceutical, e.g. for use as an 
immunosuppressant or antiinflammatory agent or for use in the prevention, amelioration or 
treatment of any disease or condition as described above, e.g., an autoimmune or 
inflammatory disease or condition. 

9. A pharmaceutical composition comprising an Agent of the Invention in association with a 
pharmaceutically acceptable diluent or carrier, e.g., for use as an immunosuppressant or 



''Hi 
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anti-inflammatory agent or for use in the prevention, amelioration or treatment of any 
disease or condition as described above, e.g., an autoimmune or inflammatory disease or 
condition. 

10. Use of an Agent of the Invention in the manufacture of a medicament for use as an 
immunosuppressant or anti-inflammatory agent or for use in the prevention, amelioration 
or treatment of any disease or condition as described above, e.g., an autoimmune or 
inflammatory disease or condition. 

11. All novel compounds, processes, methods and uses substantially as hereinbefore described 
with particular reference to the Examples. 
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